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What I have to say is neither scientific, pedagogic, nor 
semantic, but consists rather of a forthright analysis, in 
retrospect, of the challenges a physician accepts in the 
field of anesthesiology. Have we ever stopped to consider 
our reasons for studying anesthesia and why others should 
join us? Have we ever wondered why anesthesiology cata- 
pulted from an empirical art to an accepted specialty 
based on sound laboratory and clinical studies in the 
short span of three decades,' why residencies increased in 
number from 38 to 196 in 10 years,’ why the American 
Medical Association, the armed forces, and various insti- 
tutions accepted anesthesiology as a specialty,’ why our 
membership soared trom 3,500 to over 3,800 this past 
year, and why in this postwar era there has been an ever- 
growing demand for anesthesiologists * by the surgeon, 
patient, and hospital administrator? There must be some 
cogent reasons for this phenomenal progress and for the 
entrance into our specialty of interns, general practition- 
ers, and doctors of physiology and pharmacology. What 
challenges in anesthesiology are being accepted? One 
should pause to reflect whether any or all have been ac- 
cepted. 

It should be clearly understood that the anesthesiolo- 
gist is first a physician and only secondly a specialist. His 
field, in its entirety, was accepted by him as the ideal 
modus operandi through which the Hippocratic Oath can 
best be fulfilled. Accordingly, his duties, obligations, and 
responsibilities are carried out resolutely and cheerfully, 
for he is certain that it is his optimal approach in provid- 
ing comfort and care to the sick and wounded. There is 
no place in anesthesia for those who are not prepared to 
accept this fundamental challenge. “The great use of life 
is to spend it for something that outlasts it.”” No doctrine 
of ethical conduct that overlooks this wider destiny for 
person and community has anything but a stopgap value. 


The history of anesthesiology dates back to time im- 
memorial '; however, a survey of its progress during the 
past century reveals a series of doubts, claims, accusa- 
tions, and defiances that have run the gamut from a single 
clinical trial to a congressional controversy, from a wave 
of enthusiasm for a new anesthetic agent to a wave of 
condemnation, until it has been stabilized and accepted 
as a result of sound experimental and clinical evaluation. 
Such a mixture of doubt and certainty is not accidental. 
It is the essence of scientific method; moreover, it is not 
a characteristic peculiar to science. Anesthesiology was 
destined, therefore, to flourish but not without its trials. 
The decisions in some of these challenging problems 
must be left to posterity—for others to make. 


PROFESSIONAL CHALLENGE 

The first challenge is the obvious and important pro- 
fessional one engendered of necessity by the rapid strides 
in the field of surgery. Anesthesiology and surgery are 
inseparable fields, interdependent and having mutual 
interest. The anesthetic requirements of surgery, we well 
know, have changed from the transient analgesia and un- 
consciousness of the old days to the elaborate, highly 
technical needs of today. Our challenge is to provide 
what may now be termed modern anesthesia. It may be 
defined as a reversible depression of the central nervous 
system (general anesthesia) with loss of pain and con- 
sciousness, graded skeletal muscular relaxation, control 
of adverse autonomic reflexes, and minimal interference 
with heat and fluid balance and with the activity of the 
Other vital systems of the body. Such a challenge has ea- 
tended modern anesthetic management to include pre- 
anesthetic and postanesthetic care and the supervision 
of fluid and inhalation therapy." It demands not only 
finesse in technique but, more important, a constant 
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alertness to the principles of physiology and pharma- 
cology to avoid aberrations during anesthesia. Today, 
no one denies that surgical and anesthetic morbidity and 
mortality have been significantly decreased by the pres- 
ent methods of anesthetic management. 

The professional challenge to anesthesiology has come 
also from quarters other than surgery. The problems of 
obstetric analgesia and anesthesia and of infant resuscita- 
tion have confronted us for many years.’ Recently, these 
problems, like those of pediatric anesthesia,* have been 
studied with such zeal that specialties within our specialty 
have developed. Some difficulties of internists have been 
shared also by us. Medical literature is replete with re- 
ports of diagnostic and therapeutic regional anesthetic 
techniques and of the treatment of gas and drug poisoning 
of the nonsurgical patient.’ The general practitioner has 
also presented a challenge to anesthesiology in his search 
for analgesic substitutes and methods for treatment of 
asphyxia and the control of convulsions. In a sense, 
therefore, the professional challenge to anesthesia is in- 
escapable and permanent. 

Anesthesia is now an established specialty, and its con- 
tinued progress is assured. The pertinent question is 
“How have we met its professional challenge?” Have we 
eased the surgeon’s burden and contributed to his suc- 
cess? Have we made our services indispensable to the 
hospital’s staffs? Have we developed the esprit de corps 
with our surgical and medical confreres that results in 
mutual respect, admiration, and esteem? In the course of 
our patient-relationship, have we succeeded in obtaining 
the patient’s confidence, cooperation, and good will? Do 
we possess adequate knowledge of the basic medical 
sciences, proficiency in our techniques, and mature judg- 
ment in our anesthetic management? Our continued prog- 
ress proves that the vast majority of anesthesiologists 
have successfully met the professional challenge. 


EDUCATIONAL CHALLENGE 


Of importance, also, is the educational challenge to 
anesthesiology. Our pioneers both here and abroad were 
self-taught and self-desciplined, advancing only through 
the uncertainties, setbacks, and rewards of trial and error, 
with limited means of public expression and professional 
communication. There was an occasional preceptor 
whose clinical (and perhaps laboratory) experiences 
were mature, organized, and enthusiastically presented 
to apprentices. We should praise such men and their 
works, but a still more important duty is to improve on 
what they have done. Our educational challenge was 
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finally crystallized by the inauguration of the residency 
or fellowship program of instruction in anesthesiology in 
1927. As our appreciation and correlation of basic medi- 
cal sciences developed and our application and perfection 
of newer anesthetic agents and techniques improved, in- 
struction became more fruitful and served as a great 
stimulus to our progress. The American Board of Anes- 
thesiology was founded in 1937, our Section on Anes- 
thesiology was authorized by the American Medical As- 
sociation in 1940,** and in the same year the specialty was 
recognized by the Army.*” Recognition by civilian hos- 
pitals and universities promptly followed. Necessities of 
World War II and its civilian aftermath created an even 
greater demand for instruction in anesthesiology. Today, 
enthusiasm for teaching others is predominant, while the 
urge to learn flourishes. 

A variety of instruction programs in anesthesiology are 
available and vary from that qualifying a physician for 
certification by the American Board of Anesthesiology 
to one day sessions for those interested in anesthesiology 
on a part-time basis. There are now 196 approved resi- 
dencies for some 600 candidates, a few preceptorships, 
and over 110 instruction centers for the general prac- 
titioner for one day to six month courses. In addition, 
there are annual refresher course programs sponsored by 
the Committee on Medical Schools and Postgraduate 
Education of the American Society of Anesthesiologists 
and countless numbers of regional, state, county, munic- 
ipal, and local hospital meetings on anesthesiology. The 
challenge to our educational needs has been met also by 
innumerable laboratory investigations by both fellow 
anesthetists and workers in the fields of physiology, phar- 
macology, and chemistry. Such studies have been mutu- 
ally stimulating and productive. They have proved to be 
indispensable in the scientific development of anes- 
thesia.'” 

The educational challenge to anesthesiology, while 
slow in onset and only recently met with vigor, is a natural 
one. Our status as a specialty is relatively new and our 
progress gratifyingly rapid. Have we been immature, 
naive, and overly impulsive in meeting our educational 
challenge, or have we not met it adequately? Without 
question, it appears that we have fallen short of our goal. 
Our national and state placement committees as well as 
many centers of instruction have been virtually deluged 
with requests for anesthesiologists. Although our society 
membership is increasing annually, the disparity between 
the number of demands and the number of available 
competent anesthesiologists continues to increase. Urgent 
requests have come not only from surgeons and hospital 
superintendents but, significantly, from lay members of 
hospital boards of trustees as well. This situation is acute, 
and our educational challenge now is formidable; how- 
ever, our over-all teaching effort and facilities can absorb 
three times the number of trainees. What, then, is our 
problem? Bluntly speaking, it is our inability, by precept 
or example, to entice enough future anesthesiologists. 
Our failure, in a great measure, is due to inadequate or 
improper indoctrination of medical school students and 
interns in the principles and practice of anesthesia. Our 
educational effort could be most productive at this grass 
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roots level, and it must be strengthened.'' One wonders 
if the responsibility for meeting this challenge could not 
be shared with the American Board of Surgery, the deans 
of medical schools, and the directors of house staff in- 
struction. 

ECONOMIC AND ETHICAL CHALLENGES 

Economics and ethics in the practice of anesthesia 
constitute two more significant present-day challenges. 
Their thorough appreciation and application is impera- 
tive if anesthesiology is to survive the insidious growth 
of the institutional practice of medicine, if we are to 
retain free enterprise in medicine, and if we are to con- 
tinue to provide the modern anesthetic management our 
patients need and our surgeons demand. The administra- 
tion of anesthetic agents is the practice of medicine, and, 
when it is regarded as such, the relationship of the anes- 
thesiologist to his patient becomes clear-cut and inviolate. 
His conduct and responsibilities are similar to those in 
any other patient-physician relationship. The American 
Medical Association’s “Guides for Conduct of Physicians 
in Relationships with Institutions,”'? approved last De- 
cember, and the American Society of Anesthesiologists’ 
“Statement of Pelicy”'* have been invaluable statements 
of our challenge and course of action in the best interest 
of our patients. Admittedly, these reports have served as 
a great impetus to our progress. 

The Committee on Economics of the American Society 
of Anesthesiologists, in an extensive study in 1949,'* re- 
vealed that 75% of the anesthesiologists in this country 
were engaged in private anesthesia on a fee-for-service 
basis. Of even greater importance is the 1951 report of 
the Armed Forces Committee of our society,'® which 
showed that close to 80% of anesthesiologists are en- 
gaged in the private practice of anesthesia. This is very 
significant, for with such an economic future and accepted 
ethical standard, more will enter our profession; how- 
ever, there is still much to be accomplished to meet our 
economic challenge. If the stand of the American Medical 
Association and the American Society of Anesthesiolo- 
gists is correct and if the national trend is in favor of the 
policy of private fee-for-service anesthesia, then is it ir- 
reconcilable that 20% of our members do not conform? 
Is their interpretation of the national policy on economics 
and ethics in the practice of anesthesia based on local, 
regional, or other factors not yet clarified or known? Or, 
is it the dogmatic and persistent opposition of the Amer- 
ican Hospital Association that makes conformity diffi- 
cult? 

SOCIOLOGIC CHALLENGE 

Another challenge to anesthesia, one of increasing sig- 
nificance at long last, is the sociologic challenge. This is 
to be expected, for anesthesia, like other specialties, can- 
not divorce itself from the role played by medicine in 
contributing to America’s leadership in world health and 
achievement. While the anesthesiologist is first a phy- 
sician and secondly a specialist, he must not forget that 
he is also a citizen and a member of a community. Ac- 
cordingly, he welcomes his community responsibilities.'° 
His participation in various charity drives and his mem- 
bership in athletic, political, and, religious groups provides 
him the opportunity to show understanding and leader- 
ship as a representative of the medical profession. With 
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the individualization of anesthetic management for opti- 
mum safety and success, the close patient-physician re- 
lationship, the support by surgical colleagues, and the 
favorable commentaries on anesthesiology in lay journa!s, 
the public has become less mystified, less fearful, and 
less reluctant to accept anesthesia. In fact, some patients 
have gone further and not only inquire about the anes- 
thesia they are to receive but demand the services of an 
anesthesiologist. History repeats itself, for it was only 
about two decades ago that parturient women began to 
prefer the services of the obstetrician and the general 
practitioner trained in obstetrics to those of the midwife 
or other technician."? 

Anesthesia is an indispensable adjunct to the modern 
practice of medicine. As we meet our sociologic chal- 
lenge successfully, the public will join our medical col- 
leagues in contributing to our progress and stimulating 
us to greater effort. With increasing public demand and 
the already established need for modern anesthesia by 
our medical colleagues, it is not too early to predict the 
fulfillment of the recommendations of the American Col- 
lege of Surgeons, concurred in by the American Medical 
Association, that there be at least one competent anes- 
thesiologist serving each hospital in which anesthetics 
are administered. It is also not too unrealistic to say that 
such a recommendation not only will improve public 
relations but will also make our professional, educational, 
and economic challenges in anesthesiology less arduous 
to meet and more willingly accepted. 


SUMMARY 
Anesthesiology as a more recently accepted specialty 
in medicine, is faced with many challenges. The profes- 
sional, educational, economic, and sociologic challenges 
are of paramount importance at the present time. Con- 
siderable success has been achieved in meeting the pro- 
fessional challenge; however, there is much to be ac- 
complished in meeting the educational, economic, and 
sociologic challenges, if anesthesia is to maintain its right- 
ful respected place in medicine. Our efforts must be 
strengthened, and with the support of our medical col- 
leagues and an enlightened and aroused public, we can- 
not help but succeed in meeting all our challenges. Let 
us do all in our power to follow a precept of Lucretius 
that “Men live in a mutual dependence and, like run- 

ners, transmit the torch of life.”'* 
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ACUTE POISONING WITH SODIUM FLUOROACETATE (COMPOUND 1080) 


Joseph W. E. Harrisson, D.Sc., Julian L. Ambrus, M.D., Clara M. Ambrus, M.D. 
Edward W. Rees, B.Sc., Philadelphia, Robert H. Peters Jr., M.D., Lewis C. Reese, M.D. 


and 
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Since the report of Kalmbach ' on the rodenticide ac- 
tivity of fluoroacetate (compound 1080) this compound 
has been extensively used by government agencies, the 
armed forces, and privately employed exterminators. In 
spite of its high toxicity to all species, relatively few cases 
of human poisonings have been reported so far, none of 
which have ended fatally.* All of the victims took small, 
but unidentified, quantities of fluoroacetate. The toxic 
dose for human beings has not been established, but on 
the basis of animal studies it has been theorized as being 
approximately 5 mg. per kilogram of body weight. The 
case reported here ended fatally, pathological examina- 
tion was performed, and the quantities of fluoroacetate in 
the organs were determined. For the experimental litera- 
ture On fluoroacetate we may refer the reader to the 
recent reviews by Chenoweth § and by us.* 


REPORT OF CASE 

A white man, about 40 years of age, was found on Feb. 3, 
1949, noon, in his bedroom at home in an unconscious state. 
He was admitted to the emergency ward with the information 
from his wife that he had probably taken sodium fluoroacetate. 

Past History.—According to his wife, who had known him 
since birth, he never had any serious illness or operation until 
after being discharged from the Army after World War II. At this 
time he was hospitalized with battle fatigue for six months. He 
received shock treatment for “severe depression.” He was dis- 
charged December, 1940, and readmitted from October to 
’ December, 1947. The diagnosis was manic depressive psychosis. 
His family was warned of danger of possible suicide. The family 
history was essentially negative. 

Examination on Admission——He was unconscious and had 
nystagmus of both eyes and slight muscular spasms. The heart 
rate was 92, rhythm was irregular, and no murmurs were heard. 
The abdomen was soft, and between muscle spasms peristalsis 
was heard. 

Therapy and Course.—The stomach was lavaged and mag- 
nesium sulfate instilled. He was given a soft soap enema. Fol- 
lowing this, nystagmus became pronounced and he had an 
epileptiform convulsion. For sedation, 2 grains (0.12 gm.) of 
phenobarbital (luminal") sodium was given four times and 1/50 
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grain (1.2 mg.) of scopolamine hydrobromide. Blood pressure 
had fallen to 90/40 mm. Hg. Plasma was administered and three 
intracardial injections of 5 ml. of 1% procaine hydrochloride 
given. Oxygen was administered. Blood pressure rose to 120/180. 
Muscle spasms continued, perspiration became profuse, the face 
flushed, he frequently retched and occasionally opened his eyes, 
and frothing at the mouth occurred. At midnight blood pressure 
rose to 118/75, pulse 100, respiration 28, and temperature in the 
axilla 97; he was very restless. Because of excess mucus secretion 
1/150 grain (0.4 mg.) of atropine sulfate was given and calcium 
gluconate was given intramuscularly. At 3 a. m. respiration 
was labored, and at 5 a. m. the patient was pulseless, ceased 
breathing, and was pronounced dead. 


Pathological Examination.—The skin had a yellowish tint; the 
scleras were not markedly tinted. There was a small amount of 
tenacious mucus in the oral cavity. About 100 cc. of clear yellow 
fluid was found in the left pleural cavity. Numerous epicardial 
petechiae were mainly about the base of the heart and along 
the course of the coronary vessels. Two needle punctures were 
in the right ventricle near the septum. The myocardium was of 
average normal color and thickness. On standing the color 
changed to a coppery-red color and it had a slightly mottled 
appearance as though there was interfascicular hemorrhage 
present. The endocardium and the valves showed no abnormali- 
ties. Coronary arteries were free of sclerosis and blood clot. No 
significant sclerosis was found in the aorta or arterial trunks, 
and the blood tended to remain fluid. Much diffuse dark red 
color was seen in the lungs. There were a few small petechiae 
on the diaphragmatic surface. The cut surfaces were dark red, 
and on pressure very little air or thick, sanguinous fluid could 
be expressed. There was intense congestion of the bronchial 
mucosa. A small amount of sanguinous mucus was in the 
bronchi. 

Tan discoloration of the lower third of the esophageal mucosa 
was present, and many hemorrhagic partly confluent erosions 
were on the cardiac portion of the stomach. Toward the pylorus 
only the crests of the rugae were involved; there was no definite 
ulceration. The stomach contained about 100 cc. of dark brown 
fluid. Intense hemorrhagic erosions appeared on the crests of 
the duodenal mucosa. These became less numerous as the 
jejunum was approached and were not seen more than a foot 
beyond the ligament of. Treitz. 

On the cut surface of the kidneys a slight congestion of the 
arcuate vessels was observed. The bladder was distended with 
about 600 cc. of clear yellow urine. Many discrete and con- 
fluent petechiae were seen in the mucosa. The cut surface 
of the liver was more yellowish than usual. There was an ir- 
regular prominence of the sinuses suggesting irregular distribu- 
tion of blood or extravasation. The gallbladder, spleen, and 
adrenals showed no pathological change on macroscopic exami- 
nation. 

There was a considerable quantity of subarachnoidal fluid of 
normal appearance present. The arachnoid was studded with 
whitish granules of 1 to 2 mm. in diameter, which resembled 
pacchionian granulations but were more widespread. On the 
floor of the fourth ventricle, immediately subjacent to the 
ependyma, there were several small petechia-like lesions. 
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Microscopic Examination —Ecchymoses was present in the 
epicardial fat, with diffuse venous congestion. Heart muscle 
seemed to be normal. There was a minimal degree of anthra- 
cosis in the lungs. Diffuse vasocongestion and scattered foci 
of alveoli showed endothelial proliferation suggesting passive 
congestion. In the bronchi there was marked hemorrhagic edema 
of the submucosa. There were foci of lymphocytes in the deeper 
tissues suggesting that there had been a chronic peribronchitis 
of a mild degree, probably existing for some time. There were a 
peribronchial node, slight anthracosis, and nodules of caseous 
tuberculous material with definite peripheral activity (lympho- 
cytes, endothelial cells, and giant cells). 

Atropic gastric mucosa was found in the stomach. Numerous 
erosions, without ulceration, were characterized as small sub- 
mucosal petechial ecchymoses. There was diffuse tubular degen- 
eration in the kidneys, affecting mainly the convoluted tubules 
and to a minor extent the collecting tubules and the loops of 
Henle. The convoluted tubules contained protein exudate. There 
was general vasodilation. The interstitial tissue was compressed 
so that it was hardly visible. The glomeruli seemed normal. 
There was slight, diffuse edema of the sinuses of the liver with 
some evidence of biliary stasis in the perilobular portions of 
the lobules and marked passive congestion of the splenic pulp. 

In the adrenals there was marked lipoid vacuolization of the 
fascicular zone and partially of the reticular zone with occa- 
sional evidence of pyknosis. The medulla showed considerable 
evidence of antemortem degenerative changes. The pancreas 
was essentially normal. Occasional islets were seen in which 
there were cells with dense eosinophilic cytoplasm. 

Adjacent to the substantia nigra there was diffuse vasodila- 
tation with small to moderate sized extravascular hemorrhages. 
There were numerous small petecchial hemorrhages scattered 
through the corpora quadrigemina. There was evidence of bleed- 
ing both of fresh blood as well as blood that was present long 
enough to be split to hemosiderin in the phagocytic cells in the 
perivascular spaces. 


TaBLe 1.—Calculated Quantity of Sodium Fluoroacetate 
in Organs of Patient 


Fluorine 


Sodium Total 

Fluoro- Sodium 

Total Fluorine, acetate, Fluoro- 

Weight of Weight Mg. per Mg. per acetate 
Organ or of kilogram kilogram in 

Quantity of Sample of Organ of Organ Organ, 


Organ or 
Contents of 


Organ Material Tested Weight Weight Meg. 
Urine, from bladder 600 ee, 200 Ce, 70.0 368.0 2) 
1,726 gm. 210 gm. 11.1 10) 
1,450 gin. 237.5 gm. 144 75.7 109 
Stocnach content... 105 gin. 105 gm, 22.5 118.0 12.4 
Right: 170 gm. gm. 12.3 64.7 11 


Left: 170 gm. 


Paste 2.—Fluorine in Normal Human Organs* 


Organ 
Brain Liver Kidney 
Organs from 2 adult males, Zdarek t....  0.23-0.27 0.68-0.80 1.34-1.54 
Individual organs from different adult 
males, Gautier and Clausmann }....... 3.07 2.13 0.95 


Organs from 1 adult male, Roholm §.... _— 0.50 1,10 


* Measured in milligrams per 100 gm. of dry weight. 

+ Zdarek, E.: Uber die Verteiliung des Fluors in den einzelnen Organen 
des Menschen, Hoppe Seyler’s Ztsehr. f. physiol. Chem, 69:127 (Oct. 24) 1910. 

t Gautier, A., and Clausmann, P.: Le fluor dans lorganisme animal: 
«. cerveau, glandes, muscles, sang, lait, exerétions, Compt. rend. Acad. d. 
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Fluor und Fluorverbindungen, in Heffter, A.; Heubner, W., and Sehiiller, 
J., editors: Handbueh der experimentellen Pharmakologie, Berlin, Julius 
Springer, 1938, vol. 7, p. 1. 
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Toxicological Examination.—Fluorine content of the organs 
and body fluid was determined according to the distillation 
method of Willard-Winter ® using a thorium nitrate back titra- 
tion, following preliminary ashing with an excess of calcium 
hydroxide to fix the fluorine. From these data the theoretical 
sodium fluoroacetate content was calculated. The results are 
shown in table 1. In table 2 the fluorine content of normal human 
organs is set forth on the basis of the literature. 


COMMENT 

A tatally ending case of fluoroacetate poisoning is pre- 
sented. The clinical course suggests that in human beings 
the central nervous system as well as the cardiac effect of 
Huoroacetate are manifested. It is known from the ex- 
perimental literature ° that some species, such as rab- 
bits, goats, horses, and spider monkeys, exhibit only 
cardiac symptoms; others, such as dogs, guinea pigs, and 
frogs, have only convulsions; and again others, including 
cats, pigs, chicks, and rhesus monkeys. show cardiac as 
well as central nervous system effects. 

The pathological observations are essentially similar 
to those found by Foss * in acute intoxication with fluoro- 
acetate of experimental animals. Human cases and an- 
imal intoxications with sodium fluoride exhibit patho- 
logical changes * indistinguishable from those seen when 
fluoroacetate is used. Since, however, sodium fluoroace- 
tate is much more toxic than sodium fluoride, it seems 
likely that the above changes were caused mainly by 
fluorine, while the special biochemical actions of fluoro- 
acetate produced no pathological changes of diagnostic 
significance. The death from fluoroacetate poisoning ° 
seems to be due to the failure of the heart, exhaustion be- 
cause of cramps of central origin, and probably toxic de- 
pression of the respiratory and vasomotor centers. 


It is interesting that in the Langerhans’ islands dense 
eosinophilic cytoplasm was seen. Although it is difficult 
to draw conclusions on the basis of one case, the observa- 
tion may indicate a preservative action of fluoroacetate 
on the enzymic granules. 

The distribution of fluoroacetate was relatively uni- 
form in the organs tested. The high level in the urine in- 
dicates a rapid urinary excretion. This is in agreement 
with the findings of Ramsey and Clifford,’ who found in 
poisoned rats an even distribution of fluoroacetate be- 
tween brain, heart, liver, and kidneys. It is significant 
that in spite of the gastric lavage and the fact that death 
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32: 788-797, 1949. 
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ensued about 17 hours after the ingestion of the poison, 
important quantities of the poison were found in the 
stomach. Brandl and Tappeiner '’ and Gadaskina and 
Shtessel '' presented data on the excretion of fluoride 
through the gastrointestinal tract, and Charnot '* de- 
scribed fluoride excretion in the bile. Thus it is possible 
that gastroenterohematic circulation of fluorine com- 
pounds exists. Because of these data and the high tox- 
icity Of fluoroacetate repeated gastric lavages seem to 
be advisable. 

The total quantity of fluoroacetate recovered from the 
organs and body fluids tested was 465 mg. Since the pa- 
tient weighed approximately 140 Ib. (63.5 kg.), disre- 
garding the fluoroacetate present in organs from which 
no sample was available for toxicological study, he in- 
gested a minimum of 6 mg. per kilogram of fluoroace- 
tale. 

The therapy used in this case was essentially sympto- 
matic: barbiturates to decrease convulsions, intracardial 
procaine hydrochloride to inhibit ventricular fibrillation, 
atropine sulfate to decrease bronchial mucus secretion, 
and plasma transfusion and oxygen to offset vasomotor 
and respiratory failure. Experimental studies have sug- 
gested the use of certain specific antidotes.° Of these 
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monacetin was directed for the treatment of this case; 
however, it arrived too late to be employed. 


SUMMARY 


1. A case history of fluoroacetate poisoning has been 
described together with postmortem examination and 
chemical analysis of the fluoroacetate content of organs 
and body fluids. 


2. It appears that there is no important difference be- 
tween postmortem findings of sodium fluoroacetate and 
sodium fluoride poisoning. The additional biochemical 
effects of sodium fluoroacetate thus seem to have no 
pathological manifestation of diagnostic significance. 


3. Because of indications of gastrointestinal excretion 
and reabsorption of fluorine compounds, repeated gas- 
tric lavages seem to be advisable. 


4. Other therapeutic aspects are briefly discussed. 
1921 Walnut St. (Dr. Harrisson). 
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ELECTROENCEPHALOGRAPHIC CHANGES IN PROFESSIONAL BOXERS 


Ewald W. Busse, M.D. 


Albert J. Silverman, M.D., Denver 


Since the days of the Roman gladiators, men have 
fought each other and other persons have watched. The 
sport of boxing, as it exists today, is largely the product 
of psychological forces that have not changed in essence 
for 2,000 years. It is the feeling of many persons that in 
spite of periodic criticism and the efforts to ban prize 
fighting, the sport will persist. Since it appears unlikely 
that athletic contests requiring physical contact will ever 
cease, the physician should attempt to safeguard the 
physical and mental! health of the participants. 

Much has been accomplished to protect the athlete in 
such sports as football and ice hockey, but protective 
measures for the amateur and professional pugilist have 
not kept pace. Jokl' in his monograph (1941), which is 
concerned with the medical aspects of boxing, recognized 
and deplored this situation, and he collected a wide va- 
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riety of case material that was representative of possible 
sequelae due to boxing injuries. Raevuori-Nallinmaa * in 
a recent publication states his belief that the usual cause 
of death related to boxi-z is intracranial hemorrhage. 
Tragic and sobering though they be, deaths of this kind 
are relatively rare. More important, and certainly much 
commoner, are the mild psychic changes observed in a 
high percentage of boxers. These changes are due to 
brain damage, which is also responsible for the less fre- 
quently seen, so-called “punch-drunk” person, who is in 
fact in a state of traumatic dementia and reveals severe 
psychic and neurological abnormalities. 

The syndrome of boxing encephalopathy is probably 
due to multiple concussion hemorrhages as well as to 
contusion and laceration of the brain. The “knockouts” 
and “technical or near knockouts” (representing states 
of commotio cerebri) are usually the result of a trauma 
that alters brain function. If the trauma is severe or is 
mild but repeated at intervals that do not permit the brain 
to return to normal functioning, permanent damage may 
result. 

Many investigators have reported on the value of the 
electroencephalogram in the detection of brain injuries. 
Dow, Ulett, and Raff,’ in doing electroencephalograms 
of persons immediately after injury, reported that a 
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mild cerebral trauma produced electroencephalographic 
changes that decreased in abnormality within a few min- 
utes. If amnesia was associated with the trauma, but the 
patient was clear-minded when his record was taken, 
there was only a slight increase in the percentage of ab- 
normal records. If consciousness was at all impaired at 
the time of the electroencephalogram, there were invar- 
iable, accompanying electroencephalographic changes. 
Abnormal findings recorded immediately after head 
trauma may become normal, however, for Dow and as- 
sociates found that a larger number of records were ab- 
normal when taken less than a half hour after injury. This 
points to some mechanism in concussion other than such 
factors as petechia, contusion, and emboli, each of which 


would take several days to disappear. Williams * found . 


invariable electroencephalographic changes accompany- 
ing altered consciousness as a result of head injury and 
stated that concussion is the result of widespread dis- 
organization of cerebral function. Strauss ° found diffuse 
slowing in patients with clouded consciousness but noted 
a more selective slowing in frontal areas of patients show- 
ing facetiousness. Ward and Clark ° indicated that con- 
cussion or localized blows to the cortex resulted in 
changes in the electroencephalogram identical to those 
produced by rapid rises in intracranial pressure. Jokl * 
supported this by his contention that at the moment of 
the blow to the head there was a sharp rise of intra- 
cranial pressure. 

In their experimental studies Zimmerman and Put- 
nam‘ reported that minimum cell changes could occur 
without electroencephalographic changes but found that 
when the trauma was severe enough to cause “incom- 
pletely reversible cell changes” there was a direct re- 
lationship between severity of cell changes and severity 
of electroencephalographic abnormalities. They also re- 
ported a reduction in voltages that was directly propor- 
tional to the amount of force applied. Heppanstall and 
Hill * stated that focal findings were generally significant 
of symptomatic rather than idiopathic disorders and that 
there was a greater chance of permanent electroencepha- 
lographic changes in persons who sustained head injuries 
when they were under the age of 20. Kaufman and 
Walker ° reported that in about two-thirds of their pa- 
tients conviusive disorders developed after acute and 
severe head injuries. Abnormal electroencephalograms 
were seen in 90% of those patients in whom seizures 
developed and in more than 75% of those without 
seizures. Focal abnormalities were noted in over 80% 
of the epileptics and in over 65% of the nonepileptics. 
Greenblatt,'’ reporting on post-traumatic patients with 
convulsions, fainting spells, psychoses, or other person- 
ality disorders, found that 68% had disturbed electro- 
encephalograms. Regarding minor head injuries, Harris 
and co-workers '' stated that abnormal waves may be 
found in hyperventilation only and that a good prognosis 
can be made from serial electroencephalograms in which 
the tracings become more normal. Other investigators, 
in discussing electroencephalographic changes following 
head injury, reported diffe?ent findings. Amplitude asym- 
metries ** and bursts of six to eight per second activity ** 
were noted by some, while others '* reported decreases 
in voltage and increases or decreases in frequency. 
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Thus, it is evident that the electroencephalogram has 
no specific pattern in head injury and that any abnormal- 
ity may be seen, depending on whether there is a tempo- 
rary physiological disturbance or actual organic damage. 
The site of injury also has some bearing on electroen- 
cephalographic findings. 


METHOD AND PROCEDURE 

In order to help prevent serious injuries or death, the 
state athletic commission of Colorado, acting on the 
recommendation of one of the authors of this article 
(E. W. B.), unanimously passed a regulation requiring 
periodic electroencephalographic examinations on all 
professional boxers performing in Colorado. Although 
several states recommend the examination in specific 
cases, the authors do not know of any other state in which 
such electroencephalograms are compulsory. The regu- 
lations as set up by the state athletic commission were as 
follows: 1. A professional boxer must have an electro- 
encephalogram at least once a year. 2. In the case of a 
“knockout,” an electroencephalogram must be done 
within two weeks of the injury. 3. Frequent, repeated 
examinations could be done in the case of a boxer with 
suspicious recording. 

Our purpose in this article is to record the results ob- 
tained from the first year’s electroencephalograms as an 
initial report and to attempt to evaluate the worth of the 
electroencephalogram in safeguarding the health of those 
who participate in boxing. A Grass eight-channel electro- 
encephalograph was used. So-called active lead place- 
ments were left and right frontals, motors, occipitals, and 
anterior and posterior temporals. Reference electrodes 
included the ears and vertex leads. Additional leads were 
used in specific cases as indicated. Records were classi- 
fied according to the method described by Gibbs, Gibbs, 
and Lennox.'® Activation with hyperventilation was per- 
formed routinely. Monopolar and bipolar tracings were 
done in each case, and a natural sleep record was ob- 
tained whenever possible. 
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RESULTS 
Thirty electroencephalograms as outlined above were 
done on 24 boxers. Their age distribution (divided ar- 
bitrarily into four groups) was as follows: 


Of the electroencephalograms done on these men, 4 
showed severe disturbance, 5 were moderately dysrhyth- 
mic, and 15 were within normal limits; thus, the total 
number of records showing disturbance amounted to 
37.5% of the series. This is well above the 10 to 15% 
reported by Gibbs, Gibbs, and Lennox '* and others in 
control groups, whose findings are in accord with those 
in Our own control series.'® These figures have statistical 
significance in that there are only three chances in a 
hundred that they are due to coincidence. 


15 Diffuse Dysrhythmia 
14 

13 Focal Dysrhythmia 
12 


No. of Cases 
o 


18-20 


21-23 
Age Groups 


24-26 27-29 


Fig. 1.—Incidence of abnormal electroencephalograms in boxers by 
age groups. 


Type of Abnormality Seen.—There were four records 
showing severe disturbance. Three of these showed a 
temporal slow-wave focus, and one revealed diffuse slow- 
ing and paroxysms. Five records showing moderate dis- 
turbance were noted. Three of these were diffusely slow, 
and two were indicative of temporal slow-wave foci. 
Thus, in totaling the severely and moderately disturbed 
records, five were found to be focal and four showed 
diffuse findings. (In addition, paroxysms were seen in 
one each of the focal and diffuse records.) One record 
showing diffuse disturbance was found in each of the 
four age groups, while all the focal disturbances were 
present in the two youngest age groups. It was also noted 
that, although abnormalities were found in each age 
group, records showing disturbance seemed to be more 
frequent in the youngest men; but because of the few 
cases involved, this could not be statistically corrobo- 
rated (fig. 1). In order to evaluate the report of de- 
creased voltages in post-traumatic cases,'* our records 
were also reviewed with this in mind, and six were found 
in which voltages were generally decreased. This was 


16. In our control series of 329 patients, whose ages ranged from 18 


to 54 years, it was noted that 36 (10.94%) showed moderate disturbanogs y 


and 10 (3.04%) severe dysrhythmias, so that the total of records showing 
disturbance was 13.98%. 
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not significantly more than the 20% of low-voltage 
records expected in normal persons. 

When we attempted to correlate history of knockouts 
with electroencephalogram disturbance, the following 
facts were noted: Ten of the 24 fighters had been 
knocked out in their ring careers at least once. Four of 
the 10 had dysrhythmic records, three being severely 
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Fig. 2.—Comparative electroencephalographic findings of boxers with 
and without a history of knockout. 


abnormal and one only moderately so. In the remaining 
14 fighters, none of whom had ever been knocked out, 
one record showing severe disturbance and four showing 
moderate abnormalities were found. Because the number 
of records under study was not large enough, these find- 
ings are not statistically significant. It is noteworthy, how- 
ever, that although there was an equal number of records 
showing disturbance in both groups, the men who had 
been rendered unconscious had electroencephalograms 
showing the severer disturbances. These findings were 
consistent with those of other investigators previously 
mentioned (fig. 2). 

An attempt was also made to determine if length of 
ring career could be correlated with electroencephalo- 
graphic disturbances, but no correlation was found. Elec- 
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Fig. 3.—Initial electroencephalogram of professional boxer in case re- 
ported. Note the slow-wave focus in the left anterior temporal area. 


troencephalograms showing severe disturbances were 
seen in boxers who had been in from 2 to 50 fights, 
moderate dysrhythmias in men who had had from 1 to 15 
fights, and normal records in men who had participated 
in from | to 106 fights. This lack of correlation is com- 
mented on below. 
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REPORT OF A CASE 


The patient, a professional boxer, aged 21, was first seen by 
us in November, 1950. He had had three professional fights prior 
to his first electroencepha!ogram. In July, 1950, he was knocked 
out, but the following month he won his next fight by a tech- 
nical knockout in the first round. Three days before a scheduled 
fight in November, 1950, the patient had his first electro- 
encephalogram, which revealed a left temporal slow-wave focus. 


44-10-50 
RIGHT FRONTAL 


‘RIGHT OCCIPITAL 


LEFT ANTERIOR TEMPORAL 
RIGHT ANTERIOR TEMPORAL 


LEFT POSTERIOR TEMPORAL 
RIGHT POSTERIOR TEMPORAL : 
REFERENCE LEAD: VERTEX 150 WV Led | SEC 


Fig. 4.—Repeat electroencephalographic examination of boxer in case 
reported. By comparison with figure 3, the focal disturbance now appears 
to consist of higher amplitude and slower waves. 


The fight was cancelled A repeat electroencephalogram revealed 
more extensive temporal focal findings. (The patient, incidentally, 
showed no abnormal neurological or psychological signs or 
symptoms at any time.) He was temporarily suspended from 
boxing, but continued to train. A third electroencephalogram in 
January, 1951, revealed the persistence of the focus and the 
addition of paroxysms. This suggested that he had received ad- 
ditional brain injury during the period of training, from which 
he could not legally be prohibited. It was now believed that this 
man had suffered some degree of irreversible damage, and he 
was permanently suspenced from boxing on Jan. 16, 1951, for 
his own good. It was felt that in this case the electroencephalo- 
gram had picked up intracranial damage before it had become 
clinically apparent and that late neurological disability or even 
death had possibly been averted by this decision (fig. 3, 4, and 5). 
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Fig. 5.—Final electroencephafographic examination of boxer in case 
reported, Note the persistence of the left anterior temporal slow-wave 
focus and its occasional reflection in the right temporal area. Note also 
the brief paroxvsm of slow waves occurring in the frontal area. 


COMMENT 

Even in this small group of professional boxers used 
as a pilot study, it was at once apparent that their series 
of electroencephalograms were more frequently abnor- 
mal than those seen in control studies. It was noted that 
as many disturbed records were seen in the group who 
had not been knocked out as in their more unfortunate 
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colleagues. In spite of this there was some indication that 
those who had definitely been knocked out showed 
severer disturbances. It should be pointed out that very 
little background material was actually available to us; 
for example, the number of times a man had been hit 
severely enough to cause him to be dazed without actual 
loss of consciousness, the number of amateur fights, and 
the extent and severity of training were not known. Thus. 
because of lack of such information, the correlation be- 
tween number of professional fights and the electroen- 
cephalogram reading had no apparent meaning. 
Concerning the abnormalities seen, diffuse records 
were found in every age group, while focal records were 
confined to the younger men. Thus, abnormal findings 
appeared more frequently in the younger age groups be- 
cause of this very preponderance of focal records in 
them. These findings support the well-known fact that 
focal disturbances are good evidence of actual brain 
damage. There were relatively fewer records showing dis- 
turbance in the older men in our study. One can specu- 
late that these men, for the most part, had been fighting 
for years and, having escaped brain damage in their first 
fights, were more experienced and better able to avoid 
injury in the ring. In addition, attention should be di- 
rected to the established fact that there are individual dif- 
ferences regarding susceptibility to trauma, so that in 
any group of boxers exposed to injury over a period of 
time it is likely that the more susceptible men are soon 
damaged permanently and retire from the ring, leaving 
their less susceptible fellows to carry on. An interesting 
clinical observation made during this study was that the 
men who showed focal temporal electroencephalographic 
abnormalities appeared to be, generally speaking, much 
more aggressive while fighting; and it is our feeling that 
this aggressiveness, together with the hint of impaired 
judgment as noted, may be associated in some way with 
the temporal lobe foci seen in these men. We feel that 
case material provided by boxers will provide much in- 
formation about minor repeated head injuries, and fu- 
ture, better controlled, more extensive studies on larger 
groups may bring much interesting knowledge to light. 


SUMMARY AND CONCLUSION 

Compulsory electroencephalographic examinations 
were made on 24 professional boxers with the coopera- 
tion of the state athletic commission of Colorado. A sta- 
tistically significant, increased incidence of dysrhythmic 
electroencephalograms was found nine boxers 
(37.5% ) in our series. There was some indication that 
men who had been knocked out showed severer electro- 
encephalographic disturbances than those who had not 
been knocked out. Focal disturbances were more fre- 
quent in the younger men than in the older men, who 
also, generally speaking, had fewer electroencephalo- 
graphic disturbances. A case of a boxer is presented who 
was finally suspended from boxing largely on the basis 
of progressive encephalographic abnormalities. From the 
above findings it is concluded that periodic, compulsory 
electroencephalographic examinations contribute to the 
protection of boxers and should be a required part of 
routine examinations. 
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OF OCCULT BLOOD AS A ROUTINE OFFICE PROCEDURE 


Elwood W. Mason, M.D. 


and 


Frank H. Belfus, M.D., Milwaukee 


Death from malignant diseases now holds the second 
position as a destroyer of human life in America. Most 
physicians have had the disquieting experience of making 
the diagnosis of malignant disease too late to be able to 
offer any effective treatment. Our great hope for the 
future lies in the discovery of some agent that will destroy 
malignant tissue wherever it exists or perhaps will even 
prevent the very inception of malignant disease. Until 
the day when such an agent becomes a practical actuality, 
we must content ourselves with the use of the tools at 
hand. 


A nation-wide campaign is under way to educate the 
public in the early detection of cancer. It therefore be- 
hooves us as physicians to reexamine and to use every 
practical means available to detect the presence of cancer 
in its early phases. The American Cancer Society and 
the National Cancer Institute have found that cancer of 
the alimentary tract accounts for one-half of the deaths 
resulting from cancer in the United States. 

In 1949, Hoerr, Bliss, and Kauffman ' presented an 
interesting and provocative study concerning the use of 
the guaiac test as a screening procedure for the detection 
of gastrointestinal cancer. These authors based their 
study on stool specimens collected from unselected hos- 
pitalized patients and suggested a simple method of stool 
analysis with the use of guaiac reagent. They expressed 
the opinion that the guaiac test is a satisfactory screening 
procedure in the detection of occult bleeding, because 
it is not highly sensitive and therefore does not require 
the use of a meat-free diet. The authors further suggested 
the use of this test as a routine office procedure. 

It is the purpose of this report to present a follow-up 
study of this procedure as applied to office practice and 
to determine whether the test has practical application 
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as a screening procedure for gastrointestinal bleeding 
caused by cancer of the alimentary tract. 


THEORETICAL BACKGROUND 


Since 1864, when van Deen * first used guaiac reagent 
for the detection of blood, this reagent has been widely 
used in several modified and refined procedures. How- 
ever, after Adler and Adler * developed the benzidine 
test, in 1904, and especially after it was refined by 
Gregersen,* in 1919, it became apparent that the guaiac 
test was not particularly sensitive for the detection of 
occult blood. As other more sensitive tests were devel- 
oped, such as phenolphthalein, orthotolidine, ferrocy- 
anide, and spectroscopy, the guaiac test fell into general 
disuse. It was no longer considered sensitive enough for 
practical application. 

Several articles have appeared in the literature de- 
scribing comparisons of the sensitivity of the various tests 
for the detection of occult blood. The guaiac test has gen- 
erally been considered the least sensitive. Peranio and 
Bruger ° recently reported their studies of the compar- 
ative sensitivity of the orthotolidine, benzidine, phe- 
nolphthalein, and guaiac tests on the feces of normal 
subjects who ingested measured amounts of blood. They 
found that, when their subjects were placed on a meat- 
free diet and given 1.0 cc. of blood, the orthotolidine test 
would give a positive reaction but that the others would 
not. When 5.0 cc. of blood was given, the benzidine and 
phenolphthalein reactions also became positive but not 
the guaiac reaction. It was necessary, however, to feed 
their subjects 20 cc. of blood before the result of the 
guaiac test also became positive; even when their sub- 
jects were placed on a regular diet, the result of the 
guaiac test did not become positive unless they were also 
fed 2 to 3 cc. of whole blood. 

Schiff and co-workers ° found that, when subjects were 
placed on an unrestricted diet, 2 out of 14 stools gave 
positive guaiac reactions. A further survey of the liter- 
ature, including seven separate studies,’ indicates that, 
with an unrestricted diet, it requires 0.5 to 10.0 cc. or 
more of ingested blood to produce a positive guaiac re- 
action of the stool. 

In searching for a test that might be applicable to the 
detection of occult blood in unselected patients on a 
general diet, one could not help favoring this least sensi- 
tive procedure, the guaiac test. Its critical reaction point 
appears to lie close to, but just under, positive, in the 
normal patient on an average diet. On theoretical 
grounds, based on the literature, one might expect to 
find that about 15% of unselected patients would have 
positive guaiac reactions with their accustomed diets 
and that the other 85% would have negative reactions 
unless they were bleeding into the gastrointestinal tract 
in quantities of 0.5 cc to 10.0 cc. of blood. Other factors, 
however, enter into this expectation and must be con- 
sidered in any survey study of bleeding. 


V 14 
1952 


Vol. 149, No. 17 


First, we have considered primarily bleeding from the 
upper intestinal tract. Bramkamp * has demonstrated that 
it takes 90 times more blood to give a positive reaction 
when it is ingested orally than when it is mixed directly 
with the feces. These authors expressed the belief that 
pancreatic digestion accounts for this difference. Thus, 
one might expect to detect small amounts of blood lost 
from lesions in the colon or rectum much more readily 
than from lesions in or above the duodenum. 

Second, the possible ingestion of such interfering sub- 
stances as sulfonamides, salicylates, bismuth subnitrate, 
bromides, or potassium permanganate is an important 
factor. Gettler and Kaye ° have reported on the influence 
of these substances on results of tests for occult blood. 

Third, of course, the amount of meat the patient has 
ingested is a factor. Cowie “ has indicated that cooked 
meats seldom give a positive guaiac reaction, but 20 gm. 
or more of uncooked beef in the diet will produce guaiac- 
positive stools. White ** has stated that the guaiac test 
often gives negative results when 4 to 2 Ib. (113 to 227 
gm.) of meat has been ingested. It would be anticipated 
that the patients who had eaten large quantities of meat 
the day or two prior to examination might be expected 
to have a positive guaiac reaction. Schiff and co-workers ° 
found that stools from patients ingesting 250 cc. of blood 
may give positive reactions for as long as 10 days. 


PROCEDURE AND CLINICAL MATERIAL 


In this study the guaiac test was performed as recom- 
mended by Hoerr,' with the use of feces wiped from the 
finger cot after examination of the rectum. The group of 
patients consisted of the first thousand who were inter- 
viewed and examined during 1950 in our office. These 
patients were adults of both sexes who either were new 
patients or had returned for annual or routine examina- 
tions. Each patient also was subjected to the usual lab- 
oratory studies, including a complete blood cell count, 
determination of sedimentation rate, urinalysis, sero- 
logic tests, and fluoroscopic examination of the chest; 
many were studied in the laboratory for other conditions 
relative to their complaints. All patients were on their 
accustomed diets at the time of their examinations. The 
guaiac test was not used as the sole determinant as re- 
gards further studies of the gastrointestinal tract; reliance 
was placed primarily on clinical judgment. However, all 
patients who exhibited positive guaiac reactions were 
requested to submit stool specimens for benzidine testing 
after a three-day meat-free diet. Some patients who had 
negative guaiac reactions were nevertheless given benzi- 
dine tests when it was felt that such a procedure was 
indicated. 

Thus, the patients were studied primarily on the basis 
of their clinical symptoms and findings according to the 
custom of office practice. We have attempted to apply 
the results of the guaiac test in this group in an unbiased 
manner and to check the ultimate findings against the 
reaction in order to evalute it as a screening procedure. 
The patients have been followed now for a period of one 
year in order that we might obtain any evidence of dis- 
ease that was not manifest at the time of initial examina- 
tion. Although some patients have been “lost,” the group 
remains essentially intact. 
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GUAIAC-POSITIVE GROUP 

There were 152 patients, or 15.2% of the total group 
of patients examined, who had positive guaiac reactions 
on routine rectal smear examinations. All these patients 
were requested to go on a meat-free diet for three days 
and then to submit a stool specimen for benzidine test- 
ing. Forty-one of these patients (27% ) failed to cooper- 
ate by submitting such a specimen even after follow-up 
letters had been sent to them. This was somewhat of a 
surprise but seems to point out further the difficulties in- 
volved in testing large groups of persons for occult blood 
in the stool. It is not a test that enjoys much popularity 
with patients. The majority of patients who did not co- 
operate in this test were those who had presented no gas- 
trointestinal complaint and in whom there was no evi- 
dence of gastrointestinal disease other than a positive 
guaiac reaction. 

Of the 111 remaining patients whose stools were sub- 
jected to the benzidine test, 25 (22.5% ) were found to 
have positive reactions. In this group a variety of bleed- 
ing gastrointestinal disorders came to light on physical, 
roentgenographic, and proctoscopic examinations. It is 
of particular interest that there were six instances of can- 
cer of the gastrointestinal tract in this group. All were 
present in the large bowel. Four patients had frank 
adenocarcinomas; one patient had a diffuse degenerating 
nolyposis of the colon, and the sixth patient had a lym- 
phosarcoma that had invaded and ulcerated into the 
large bowel. 

A further analysis of the 152 patients who exhibited 
positive guaiac stools revealed that 66 (43% ) had some 
definite disorder of the alimentary tract. Five other pa- 
tients were thought to have a definite disorder, but no 
diagnosis could be established. No disease was found in 
74 (48% ) patients, and in 7 others there was inadequate 
patient cooperation to permit a satisfactory conclusion. 
It is of further interest that, of these 152 patients, only 
84, or 55%, disclosed any symptoms referable to the ali- 
mentary tract in their histories. 

Among the 1,000 patients examined there were 48 in 
whom the application of the guaiac test procedure failed. 
All the failures resulted from an inability to obtain a 
satisfactory stool specimen on the examining finger cot. 
One patient in this group was found to have a benign 
rectal polyp. 

GUAIAC-NEGATIVE GROUP 


Eight hundred, or 80% of all the patients tested, had 
negative guaiac reactions. As with all the patients in- 
cluded in this study, each patient was evaluated regard- 
less of the outcome of the guaiac test. Almost 49%, or 
389 of the patients of the guaiac-negative group, had 
some complaint referable to the gastrointestinal tract. 
Only 94 of these patients exhibited evidence of a dis- 
order of the gastrointestinal tract on physical ex- 
amination. X-ray studies of the intestinal tract and/or . 
proctoscopic examinations were felt to be indicated and 
were performed on 255 of the 389 patients who pre- 


8. Bramkamp, R. G.: The Benzidine Reaction: Some Observations 
Relating to Its Clinical Application, J. Lab. & Clin. Med. 14: 1087, 1929. 
9. Gettler, A. O., and Kaye, S.: The Phenolphthalein Test for the 
Detagien of “Occult’’ Blood, Am. J. Clin. Path., Tech. Sect. 7: 77, 1943. 
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sented such complaints. A total of 165 instances of or- 
ganic disorder were found in the total guaiac-negative 
group of 800 patients, and 154 patients in this group 


were found to have functional disorders to account for . 


their symptoms. Some of the patients who had organic 
disorders and who had guaiac-negative stools were 
nevertheless found to have occult blood in the stools 
when subjected to the benzidine test. 

Since the primary interest in this report is concerned 
with the detection of malignant lesions, we do not feel 
that a report of other lesions found is appropriate here. 
Suffice it to state that the commonest disorders found 
were hemorrhoids and peptic ulcers. In this guaiac-neg- 
ative group, however, four cases of cancer of the intesti- 
nal tract were found. In addition, two patients were 
found to have well-developed polyps, which, however, 
had not undergone malignant degeneration. 


COMPARISON OF GUAIAC-POSITIVE AND GUAIAC- 
NEGATIVE GROUPS 

Among the 1,000 patients comprising this study, 10 
were found to have cancer of the alimentary tract. When 
the feces of these patients were tested with the guaiac 
method, four were found to be negative and six positive. 
A breakdown of the group is indicated in the accom- 
panying figure. 


152 Guaiac-Positive 6 Malignant 


Cases Tumor Cases 
1,000 UNSELECTED 48 Guaiac Test —— O Malignant 
PATIENTS Failures Tumor Cases 


800 Guaiac-Negative ——- 4 Malignant 
Cases Tumor Cases 


Summary of the incidence of malignant tumors found in 1,000 unselected 
patients subjected to the guaiac test. 


In spite of the theoretical background suggesting the 
practicability of employing the guaiac test as a screening 
procedure for occult blood, a comparison of the inci- 
dence of malignant disease in the patients studied rather 
clearly indicates that the test is unreliable for this type 
of problem. Gastroenterologists and others interested in 
the detection of malignant tumors of the alimentary tract 
have generally not been enthusiastic about the employ- 
ment of occult blood tests. The studies of many investi- 
gators have clearly indicated that malignant tumors of the 
alimentary tract can best be detected by roentgenogram, 
the sigmoidoscope, and the rectal digital examination. A 
feeling of security cannot be warranted by a negative oc- 
cult blood reaction when one is searching for malignant 
disease. Certainly the premalignant lesions are even less 
likely to be detected by this method alone. 


SUMMARY AND CONCLUSION 


A renewed interest in the guaiac test has recently been 
expressed. The application of this test for the detection 
of occult bleeding in patients on an unselected diet shows 
promise on theoretical grounds. A favorable clinical re- 
port has appeared in the literature. 

In this study an attempt was made to apply the guaiac 
test to a large group of unselected patients encountered 


J.A.M.A., Aug. 23, 1952 


in routine office practice with particular interest in the 
detection of malignant lesions of the alimentary tract. 
This was done to determine whether the guaiac test had 
merit as a screening procedure. 

The test itself is particularly easy to perform and re- 
quires little time and equipment. The patient need not 
be on a special diet, and therefore the test can be applied 
to almost all patients examined in the physician’s office. 

Unfortunately, however, in the group of 1,000 pa- 
tients so tested, there were 4 patients with frank malig- 
nant lesions of the alimentary tract who did not have 
guaiac-positive stools as opposed to 6 patients with 
similar malignant lesions who did have guaiac-positive 
stools. 

We therefore feel justified in condemning the use of 
this test as a screening procedure for the detection of 
malignant or premalignant diseases of the alimentary 
tract. While the various tests for occult blood in the feces 
undoubtedly have some merit in special situations, we 
heartily agree that the carefully taken history, the com- 
plete physical examination, x-ray studies, and the procto- 
scopic examination will disclose the presence of most 
malignant and premalignant diseases of the alimentary 
tract. So far, there does not seem to be a satisfactory 
shortcut. 

We do not intend that this report should be construed 
to be a condemnation of occult blood tests in general nor 
the guaiac test in particular. When these tests are em- 
ployed as an adjunct to clinical study and interpretation, 
we believe they have meaning; if they are used merely 
as a starting point for further study in screening patients, 
we believe the results will be most disappointing. 


324 E. Wisconsin Ave. (Dr. Mason). 


Brachial Plexus Syndromes.—There is certainly no one cause for 
the variety of symptoms which have been from time to time at- 
tributed to pressure on the brachial plexus at the root of the neck. 
Equally certainly, the results of operations designed vo relieve 
such pressure have not led to the survival of much enthusiasm 
for exploration of the plexus in any but the more uncritical 
minds. Even when a nervous syndrome is associated with a true 
cervical rib, removal of the rib appears all too often to do no 
more than perhaps to arrest the syndrome, and patients with even 
the largest cervical ribs often show no demonstrable evidence of 
local pressure when their lowest trunks are exposed. The dis- 
covery of a frank neuroma, though not unknown, is quite rare, 
in contrast with the known local effects of pressure on nerves in 
other regions. 

The story of the treatment of such symptoms in patients who 
have no demonstrable cervical rib is a sorry record of uncritical, 
speculative theory despite much really careful observation. As 
a history of “arm-chair” pathology, the exposition of the scalenus 
anterior syndrome, of costo-clavicular compression, of abnormal 
fibrous bands and of unexplained and unmeasured hypertrophy 
of scalene muscles must have few equals, apart from the history 
of surgical thought about corresponding syndromes in the lower 
limb. These theories, just like many discarded concepts of back- 
ache and sciatica, were based either on equivocal eponymous 
physical signs or on attractive speculations on too few operation 
findings. The physical signs were usually interpreted without 
reference to an adequate series of normal controls, and the 
operations without reference to the dissecting room. The recent 
demolition of most of the accepted clinical “proofs” of compres- 
sion in the neck has cleared away a good deal of ill-founded 
theory.—-D. LI. Griffiths, M.D., The Thoracic Inlet, Journal of 
Bone and Joint Surgery, May, 1952. 
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Medical literature contains many descriptions of the 
clinical features and operative findings in cases of sub- 
dural hematoma.' The criteria for diagnosis, however, 
are usually discussed only in terms of proved subdural 
hematoma. Little attention has been directed to cases in 
which a subdural hematoma was suspected clinically but 
was not found at operation. It is our chief purpose in this 
report to compare two such groups in order to evaluate 
better the diagnostic and prognostic features of this 
important clinical entity. 

Another aspect of this disorder that has received rela- 
tively little consideration is the clinical course following 
surgical treatment. It is often the impression of those not 
intimately connected with neurological or neurosurgical 
services that recovery is to be expected after removal of 
a subdural clot. We shall show that this conception, while 
sometimes true in the individual case, cannot be applied 
to subdural hematomas in general. 


CLINICAL MATERIAL STUDIED 


One hundred patients admitted to the Third and Fourth 
Neurological Divisions of Bellevue Hospital (New York 
University Division) from 1948. through 1950 were 
studied. These represented all the patients during this 
three-year period in whom the diagnosis of subdural 
hematoma was considered seriously enough to warrant 
bilateral trephination or other definitive diagnostic pro- 
cedures. The age of the patients ranged from 24 to 77 
years. All but a few were examined by at least one of the 
authors. Of the 100 patients, 67 proved to have subdural 
hematomas or hygromas by trephination, and one was 
found unexpectedly at postmortem examination. These 
will be referred to as the “positive group.” In the remain- 
ing 33 patients, subdural hematoma was excluded by 
trephination in 27 and by angiography in 6. These will 
be referred to as the “negative group.” In general, the 
basis of the presumptive diagnosis was a combination of 
(1) a history or other evidence of head trauma, (2) 
mental changes, and (3) an unfavorable clinical course. 

The material on which this study was made consisted 
of patients admitted to a large general hospital, including 
a disproportionately large psychiatric division. Many of 
these patients entered the hospital in a moribund condi- 
tion or were out of contact in other respects, so that an 
accurate history could not always be obtained. A great 
many had had previous admissions for alcoholism, head 
injuries, and other disorders. The following features 
were investigated: (1) clinical course prior to operation, 
(2) operative findings, and (3) postoperative course. 

CLINICAL FEATURES 

Reason for Admission.—Of the entire series, 76% of 
the patients were admitted to the hospital because of 
changes in behavior or disturbances in the state of con- 
sciousness.” This preponderance of mental symptoms 


may be related to the fact that the psychiatric division 
accounts for more than one-third of all patients admitted 
to Bellevue Hospital. Eighty-one per cent of the positive 
group and 61% of the negative group were admitted for 
mental changes of relatively recent origin. 

Only 16% in the entire group were admitted specific- 
ally for head injuries per se. The remainder of the patients 
came to the hospital because of seizures (5% ), headache 
(2% ), and hemiparesis (1% ). Analysis of these features 
in the two groups failed to show significant differences. 

History.—Trauma: There was a history or external 
evidence of head injury in every patient. Histories of 
alcoholism and the scars of old head injuries were 
common. 

Seizures: Thirty per cent of the entire group had 
convulsions at some time prior to operation. Half of these 
had generalized seizures and half focal attacks. There 
was no significant difference between the two groups in 
respect to the number of patients with seizures or the 
nature of the attacks. 

Examination.—State of Consciousness: On admis- 
sion, less than one-third of the entire series were con- 
sidered fully alert, the others showing various degrees of 
disturbance of consciousness. In this respect there were 
no differences between the two groups, but it is interest- 
ing to note that about one-fifth (19% ) of the positive. 
group were restless, often requiring mechanical restraint, 
whereas restlessness was not noted in any patient of the 
negative group. 

Mental State on Admission: The patients were classi- 
fied as (a) those with an organic mental syndrome 
(50% ), (b) those whose mental state was clear (5% ), 
and (c) patients with whom no verbal contact could be 
established because of unconsciousness, aphasia, or 
psychotic behavior (45% ). Comparison of the two 
groups again failed to reveal any significant differences. 

Neurological Findings: 1. Pupils. The pupils were 
considered abnormal (definite inequality or fixation in 
miosis Or mydriasis) in 27% of the entire group, with no 
appreciable difference between the positive and negative 


From the Department of Neurology and Psychiatry, New York Uni- 
versity College of Medicine, and the Third Division of Neurology and 
Psychiatry, Bellevue Hospital. 

1. (a2) Munro, D.: Cerebral Subdural Hematomas: A Study of 310 
Verified Cases, New England J. Med. 227: 87-95 (July 16) 1942. (b) 
Echlin, F.: Traumatic Subdural Hematoma—Acute, Subacute and Chronic: 
An Analysis of 70 Operated Cases, J. Neurosurg. 6: 294-303 (July) 1949. 
(c) Kennedy, F., and Wortis, H.: “Acute” Subdural Hematoma and 
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17 Cases of Hemorrhage, Surg., Gynec. & Obst. 63: 732-742 (Dec.) 1936. 
(d) Laudig, G. H.; Browder, J., and Watson, R. A.: Subdural Hematoma: 
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113: 170-191 (Feb.) 1941. (e) Munro, D., and Merritt, H. H.: Surgical 
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2. They were found by their families or associates to be lethargic, 
acting peculiarly, or unable to speak as well as before. Sometimes they 
were found wandering, dazed, about the streets and were brought in by 
the police or ambulances as drunk or psychotic. The disturbances in 
consciousness varied from drowsiness to coma. 
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cases. Unilateral and bilateral pupillary abnormality also 
occurred equally in both groups. Seventeen patients 
(25% ) of the positive group showed a dilated pupil on 
the side of the hematoma. Two patients, however, had 
dilated pupils on the side opposite the lesion, and in one 
of these the dilated pupil became smaller immediately 
after removal of the hematoma. Similar findings in regard 
to the pupils were reported by Echlin.'” 

2. Eyegrounds. Papilledema, with or without retinal 
hemorrhages, was present in 15% of the entire series, but 
it occurred over three times as often in those with sub- 
dural hematoma (21% ) as in those without it (6% ). 

3. Other neurological signs. Of all the localizing 
neurological signs, including hemianopsia, hemiparesis, 
hemisensory defect, focal seizures, reflex inequality, 
aphasia, and eye signs (noted above), only in respect to 
aphasia was there a marked difference between the two 
groups; four times as many in the positive group had 
aphasia. Because of the mental changes and disturbed 
states of consciousness, however, the actual number of 
patients with aphasia could not be accurately determined. 
Therefore, no significance could be attached to this ap- 
parent difference. 

4. Value of signs in determining laterality of the 
lesion. As an indicator of the side of the pathological proc- 
ess, unilateral signs were reliable in only half (49% ), 
the cases of one-sided subdural hematoma; in the re- 
mainder they were on the wrong side (4% ), bilateral 
(22% ), or absent (27% ). Conversely, when hema- 
tomas were found on both sides, bilateral signs were 
present in only 26%, whereas they were unilateral in 
48% and absent in the remaining 26%. In this series of 
patients, then, unilateral and bilateral subdural hema- 
tomas could not be differentiated on the basis of the 
neurological findings, nor could the side of a single 
hematoma be predicted accurately. 

Laboratory Findings: 1. The cerebrospinal fluid was 
examined in every case. Some abnormality (elevated 
pressure, blood, xanthochromia, increased cells, or high 
protein) was found in 82% of all the cases. Normal fluid 
was encountered in only 10% of the positive group, 
whereas 26% of those without subdural hematoma had 
no abnormality. The major abnormalities (in over 80% 
of the cases) consisted of blood or xanthochromia 
(SO0% ) and increased pressure (35% ). The type of 
abnormality had no relation to the presence or absence 
of subdural hematoma. It should be emphasized that 
subdural hematomas were found even when the cerebro- 
spinal fluid was completely normal. 


2. Electroencephalograms were performed in 21 pa- 
tients, 14 in the positive group and 7 in the negative 
group. The electroencephalographic findings were not 
specific for any type of pathological change, and similar 
records occurred in both groups. Most of the tracings 
contained unilateral or bilateral slow wave foci, with a 
localization usually corroborating the clinical or oper- 
ative findings. Only one record was within normal limits 


3. The angiographic examinations were made by Dr. Joseph M. Stein, 
who has made the detailed findings, indications, and technique the subject 
of a separate report (Stein, J. M.: Cerebral Angiography in. Subdural 
Hematoma, Neurology, to be published). . 
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(a proved subdural hematoma). Reduction of alpha 
activity in the region of the lesion, often regarded as 
characteristic of subdural hematoma, did not constitute 
a prominent feature of the records. Generally speaking, 
the greater the damage to the underlying brain, the 
greater the electroencephalographic abnormality; the 
presence or absence of subdural hematoma made no 
remarkable difference in the record. 

3. Carotid angiography was performed in 12 cases, 6 
in each group.* In our cases, the angiographic picture 
was characteristic when subdural hematoma was present 
and equally reliable in excluding it. In one patient, the 
postoperative angiogram showed that a previously dem- 
onstrated abnormality had disappeared. 

Preoperative Course.—The only significant feature of 
the preoperative course in the two groups was fluctuation 
in the clinical picture, particularly the state of conscious- 
ness. Definite fluctuation occurred five times as often in 
the positive as in the negative group. Twenty-nine per 
cent of the patients with subdural hematomas had a 
fluctuating course, whereas only 6% of the negative 
group showed such variations. 

The vast majority of patients of the entire series were 
operated on (or subjected to angiography) because of 
increasing disturbance of consciousness or failure to im- 
prove (95% ); there were no appreciable differences be- 
tween the two categories. The remainder (5%) im- 
proved to a great extent, but in two instances angiography 
revealed the presence of a subdural hematoma and 
trephination was carried out. In one of these cases, de- 
spite satisfactory clinical improvement, progressive dis- 
placement of a calcified pineal gland led to angiography 
and operation. 

OPERATIVE FINDINGS 

Of the entire group, unilateral or bilateral subdural 
hematomas were seen at operation in 67, and in one case 
postmortem examination disclosed a previously unsus- 
pected clot. One-quarter of these patients also had other 
brain lesions, which could be seen well enough to be de- 
scribed by the surgeon at the time of trephination. These 
abnormalities included contusions, lacerations, sub- 
arachnoid bleeding, epidural clot, and intracerebral 
hemorrhage. The limited field of vision provided by burr 
holes, however, makes it probable that the actual inci- 
dence of associated lesions was much higher. 

In the 33 cases of the negative group, both the sur- 
geon’s report and subsequent developments (clinical 
course, pneumoencephalography, or postmortem ex- 
amination) indicated that no subdural hematoma was 
present. Some of the brains in these cases appeared 
normal to the surgeon, but in most of them (68% ) lac- 
eration, contusion, congestion, subarachnoid hemor- 
rhage, cerebral atrophy, arachnoiditis, or other lesions 
were discernible beneath the trephine openings or be- 
came evident on subsequent air encephalographic ex- 
amination. 

Thirty-eight of the subdural hematomas were con- 
sidered recent by the surgeon on the basis of the observa- 
tion of fresh, unchanged blood, recently clotted blood, or 
the absence of organization or membrane formation. 
Twenty-eight subdural hematomas were judged to be 
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old, because of the color of the blood and the state of 
organization. 

An attempt was made to correlate the time between 
injury and operation and the surgeon’s estimate of the 
age of the subdural hematoma. There was generally a 
significant relationship in cases of recent subdural hema- 
toma. No “fresh” subdural clot was found in a patient 
whose lesion was two months old or more, and in only 
one was the lesion older than one month. In the “old” 
subdural hematomas, however, the correlation was not 
good, and the age of the lesion, according to the histories 
available, varied between one week and eight months. 
Munro" has pointed out that the visual signs used to 
estimate the age of these lesions are not reliable. 


POSTOPERATIVE COURSE 

Of the group with subdural hematoma, 47% recov- 
ered sufficiently to be discharged to their homes. Twenty 
per cent required commitment to state mental hospitals 
or were discharged in the custody of their families be- 
cause they failed to improve during the month after 
operation. Twenty-three per cent died, presumably as a 
result of their cerebral lesions or of other, though related, 
causes. Thus over half of these patients, with proved sub- 
dural hematomas successfully removed, either died or 
remained severely disabled. In five postmortem examina- 
tions, no cause of death aside from the brain lesions could 
be ascertained, so that these deaths, as far as we know, 
occurred as a result of head injuries and their complica- 
tions. The mortality rate was only slightly higher (40% ) 
in the group with fresh subdural hematomas than in those 
with older lesions (34% ). 

In the negative group, 36% were discharged to their 
homes improved, 30% were committed or discharged in 
custody because of failure to improve, and 34% died. 
Although a smaller proportion of the patients with sub- 
dural hematoma recovered, the over-all mortality and 
morbidity rates of the two groups were about the same. 

Further analysis shows that complications (contusion, 
lacerations, and epidural hemorrhage) increased the 
mortality from subdural hematoma, since 47% of these 
patients died, whereas, in cases in which the brain under- 
lying the subdural hematoma looked normal to the sur- 
geon, the mortality rate was only 20%. In the negative 
group, the mortality in the presence of complications 
such as contusion or lacerations was only 25%. Thus, 
when a subdural clot is found in association with lesions 
of the brain itself, the prognosis is poor, even with suc- 
cessful evacuation of the hematoma. 

In considering the immediate results of operation for 
subdural hematoma, we made a study of the time con- 
sciousness returned or improved after operation. In the 
positive group half (51%) of the patients who were 
destined eventually to live recovered consciousness with- 
in 24 hours. The remainder improved more slowly over 
the next few days, weeks, or even months. It is significant, 
however, that 24% of the negative group also recovered 
consciousness within 24 hours after operation or angiog- 
raphy, even though no subdural hematoma could be 
found. We cannot explain this coincidence, but it suggests 


that the natural course of the disease may play a Morey, 


important role than is generally assumed. 
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COMMENT 

From the data presented several points seem worthy 
of emphasis. First, the prognosis after successful removal 
of a subdural hematoma should always be guarded. This 
Opinion is supported by the fact that the morbidity and 
mortality rates in the negative group were proportionately 
as high as in the positive group. Since the history and 
clinical course in both the positive and negative groups 
were so much alike, we cannot assume that the subdural 
clot per se was the predominant factor in causing death 
or even the significant clinical signs. It seems probable 
that the determining factor leading to death and disability 
is disease of the brain itself, whether this disease was 
acquired at the time of injury or existed before then. 
Essentially the same conclusion was reached by Browder 
and Rabiner * from the study of pathological material. A 
fair assessment of prognosis must consider both lesions, 
not only the obvious, removable, and therefore deceptive, 
subdural clot. 

Although abnormalities in the state of consciousness 
are, of course, not pathognomonic for this condition, 
when they exist in combination with a history or other 
evidence of head trauma they constitute the only valuable 
diagnostic sign. This criterion led to a correct diagnosis in 
68% of the entire series, which compares well with the 
diagnosis of other neurological entities. 

Neurological signs, such as pupillary changes, aphasia, 
and hemiparesis, did not occur with sufficient frequency 
to be reliable. These signs probably reflect brain damage 
incurred by the trauma rather than pressure produced by 
the clot. 

Reliance could not be placed on lateralizing signs, in 
view of the frequency of their occurrence in the group of 
patients without subdural hematoma. The number of 
hematomas proved to be bilateral or on the unsuspected 
side justifies the practice of performing bilateral trephina- 
tions in every case. 

Two general schools of thought exist in regard to the 
electroencephalographic picture, characterized by reduc- 
tion of alpha activity over the hematoma. The second 
believes that subdural hematoma may give rise to a wide 
variety of nonspecific electroencephalographic patterns, 
including the alpha “suppression,” but also points out 
that areas of reduced alpha may appear in other patho- 
logical states. In our cases, electroencephalography was 
of no value in differentiating patients with subdural hema- 
toma from those who had head injuries without sub- 
durals. With one exception, the electroencephalograms 
were all abnormal. The finding that the severity of elec- 
troencephalographic changes was proportional to the 
severity of the damage to the underlying brain agrees 
with the conclusions of Kaplan, Huber, and Browder ° 
and is in accord with experimental studies on the elec- 
trical activity of the brain following mechanical injury.’ 


5. Browder, E. J., and Rabiner, A. M.: The Role of Intracerebral 
Swelling in Subdural Hematoma, Tr. Am. Neurol. A., 1951, to be 
Published. 

6. Kaplan, H. A.; Huber, W., and Browder, J.: Electroencephalography 
in Subdural Hematoma, Electroencephalog. & Clin. Neurophysiol. 3: 372 
(Aug.) 1951. 

7. Cohn, R.: Subdural Hematoma: An Experimental Study, Arch. 
Neurol. & Psychiat. 59: 360-367 (March) 1948. Ulett, G.: Electroenceph- 
alogram of Dogs with Experimental Space-Occupying Intracranial Lesions, 
ibid. 54: 141-149 (Aug.) 1945, 
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The results of this portion of the study suggested that 
subdural hematoma does not give rise to a characteristic 
electroencephalographic pattern and that distinction be- 
tween the various types of brain injury cannot be made 


by this means. 
SUMMARY 


1. One hundred consecutive cases of suspected sub- 
dural hematoma, occurring during a three year period, 
were reviewed. A comparison was made between two 
groups, 67 patients who had subdural hematomas and 
33 who did not. 

2. No reliable clinical features distinguished the two 
groups. When we used as criteria the combination of 
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head injury, changes in consciousness, and failure to im- 
prove, the suspected diagnosis proved correct in two- 
thirds of the cases. 

3. The number of deaths among the patients without 
subdural hematoma was proportionately as high as in 
those patients with subdural hematoma. Also, there was 
little difference in the incidence of permanent disability 
in both groups. 

4. Disease of the brain itself, whether or not it was 
due to injury, was probably the chief determinant of 
mortality and morbidity. 
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FAMILIAL AUTONOMIC DYSFUNCTION 


Conrad M. Riley, M.D., New York 


Up to 1949 there had appeared several isolated casé 
reports ' of what now seem to be examples of a definite 
clinical entity. This is characterized by evidences of vege- 
tative dysfunction, such as excessive perspiration, drool- 
ing, erythematous blotching of the skin, intermittent 
hypertension, and defective lacrimation; hyporeflexia 
and emotional instability are also present. In 1949 my 
co-workers and I reported five illustrative cases.” 

Since then our experience with the condition has 
grown with new cases and repeated observations on old 
cases. Other hospitals and physicians have made avail- 
able the records of additional cases, so that we are now 


TaBLe 1.—Sources of Thirty-Three Cases 


No. of 

Hospital or Physician City Cuses 
New York 11 
Mount Sinai Hospital.............. New York 5 
New York 4 
Boston 2 


* Two of these cuses have been reported in the literature (Aronson, N.: 
Stern, G. S., and Cohlan, S. Q.: Paroxysmal Hypertension Simulating 
Pheochromocytoma, Pediatrics 82664, 1951). 


able to present a more definitive picture of the condition, 
based on a total of 33 cases. Their sources are shown in 
table 1. 
CLINICAL FEATURES 
In table 2 the common features are listed and their 
frequency in this series shown. These are arranged in 
two groups, the first (group A) being made up of those 


From Babies Hospital and the Department of Pediatrics, College of 
Physicians and Surgeons, Columbia University. 

1. (a) Day, R., and Klingman, W. O.: Effect of Sleep on Skin Tem- 
perature Reactions in Case of Acrocyanosis, J. Clin, Investigation 18: 
271, 1939. (b) Engel, G. L., and Aring, C. D.: Hypothalamic Attacks with 
Thalamic Lesion: Physiologic and Psychologic Considerations, Arch. 
Neurol. & Psychiat. 54:37 (July) 1945; Anatomic Considerations, ibid. 
34:44 (July) 1945. (c) Wechsler, I. S., and Gross, I. H.: Some Clinical 
Manifestations of Hypothalamic Dysfunction, Confinia neurol. 7: 89, 1946. 

2. Riley, C. M.;%ay, R. L.; Greeley, D. M., and Langford, W. S.: 
Central Autonomic Dysfunction with Defective Lacrimation: Report of 
Five Cases, Pediatrics 3: 468, 1949 


that are almost constant and the second (group B) of 
those that have occurred frequently enough to make 
them appear relevant. 

Group A.—1. Race: All the patients who showed the 
full syndrome have been of Jewish extraction. We have 
seen three persons of other races who failed to produce 
tears when crying, but none of these has shown any of 
the other features. 


TaBLE 2.—Occurrence of Features in Thirty-Three Cases 


No. of 
Cases with Cases with Feature 
Information 
Feature Available No, % 
Group A 
2. Defective lacrimation ............. 33 33 100 
4. Excessive perspiration ............ 31 31 100 
6. Emotional instubility ............ 30 30 100 
7. Motor ineoordination ............ 27 27 100 
31 30 97 
4. Relative indifference to pain...... 22 29 100 
B 

3. Frequent pulmonary inieection.... 31 23 v4 
4. Frequent unexplained tever.. .... 24 16 67 
5. Breath-holding spells in intuney.. 22 th 73 
6. Urinary 24 18 75 
7. Mental retardation 31 17 


2. Defective Lacrimation: All the patients have failed 
to produce tears in normal fashion when crying. Usually 
this has been absolute, but in one or two cases an occa- 
sional tear has been seen. The eyes are not dry, and tear 
production seems adequate to maintain corneal health in 
most instances. The exceptions to this will be discussed 
in group B. It has been difficult to evaluate corneal sen- 
sation accurately, but in some cases complete anesthesia 
has been present and in others sensation seems to be 
diminished. 

3. Skin Blotching: In all but one of the group ery- 
thematous, sharply defined blotches appeared on the 
face, shoulders, and upper part of the thorax when the 
patient was excited or was eating. These would disappear 


Vol. 149, No. 17 


within 10 to 15 minutes after withdrawal of the stimulus. 
They were usually (but not always, as will be shown 
below) symmetrical and tended to recur in the same 
areas. The one patient in whom this was not observed 
was 14 months old and showed only mottling of the ex: 
tremities when excited. 

4. Excessive Perspiration: Al! the patients perspired 
excessively, especially under conditions of excitement. 
In one patient in whom the skin blotching was asym- 
metrical, perspiration was also asymmetrical, particularly 
noticeable on the forehead.’ 

5. Drooling: In all about whom adequate informa- 
tion was available, drooling continued long past infancy. 
This was exaggerated during excitement. 

6. Emotional Instability: Their emotional make-up 
was similar, in that they all responded to minor emotional 
stimuli in an “all or none” fashion. This made their rela- 
tionship with other persons very difficult, and their man- 
agement in the home has proved a major problem. 
Their span of attention is short, and usually their be- 
havior is unpredictable. 

7. Motor Incoordination: These children have all 
been awkward with their hands and have a peculiar shut- 
fling gait. It is not possible to demonstrate regularly any 
specific neurological abnormalities except for the hypo- 
reflexia to be discussed. They also have a characteristic 
thickening of speech. 

8. Hyporeflexia: In most of the patients it has been 
impossible to elicit any deep tendon reflexes. In a few, 
however, these reflexes were obtained with difficulty but 
were definitely hypoactive. In two patients it was reported 
that reflexes could be elicited on some occasions and not 
on others. In only one patient were reflexes reported to 
be normal. 

9. Relative Indifference to Pain: Information with re- 
gard to pain sensitivity was available in only 22 cases, 
and in each of these a relative indifference was present. 
Because of the strong emotional response of the patients 
to any stimulus, it was difficult to evaluate their response 
to pain itself. The abnormality was called to my attention 
by the fact that, when a limb was immersed in ice water 
for a cold pressor test after previous conditioning to the 
procedure, there was no complaint of pain even after 
60 seconds. Subsequent questioning of parents revealed 
in many instances that their children did not seem to 
mind minor bruises. One child, in fact, had a broken 
wrist discovered only by the presence of swelling. This 
is not true anesthesia or hypesthesia, since the patients 
recognize pinpricks readily. 

Group B.—In the next group of features are those 
which, although frequently dramatic and often associated 
with complaints, have not been present consistently. 

1. Hypertension: Intermittent hypertension was a 
frequent finding evident in about 85% of the patients in 
whom it could be evaluated. It occurred in response to 
excitement, and not infrequently a resting blood pressure 
of 100/60 mm. of mercury would rise under the threat 
of venipuncture to 160/130 mm. Many of the patients 
who exhibited recurrent attacks of vomiting had hyper- 
tension persisting throughout the episode, with the blood 
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pressure returning to normal levels as the vomiting sub- 
sided. One patient at times manifested such severe de- 
grees of hypotension that he had “blackout spells.” Re- 
cently this patient had bouts of vomiting associated with 
the expected hypertension and followed by severe and 
persistent hypotension associated with a shock-like pic- 
ture; this seemed to be modified by treatment with corti- 
sone. The hypertension has been so prominent that in 
five cases surgical exploration for pheochromocytoma 
was undertaken. 

2. Cyclic Vomiting: Almost two-thirds of the patients 
had severe attacks of vomiting recurring at intervals 
ranging in different patients from a few days to several 
months. Associated with these attacks were personality 
changes of pronounced degree. A previously cheerful 
and cooperative child would become sullen, withdrawn, 
and destructive toward himself and others. Usually the 
vomiting and personatity change would terminate ab- 
ruptly after two to three days. At times these attacks 
appeared to be induced by known emotional upsets; at 
Other times there was no apparent inciting factor. This 
was one of the most distressing and incapacitating fea- 
tures. 

3. Frequent Pulmonary Infection: In 23 of the group, 
repeated bronchitis or bronchopneumonia caused an in- 
ordinate amount of hospitalization. In several of the chil- 


’ dren this began in the early months of life and was the 


basis for a tentative diagnosis of cystic fibrosis of the 
pancreas, for which condition careful studies were made. 
In those who have survived, the frequency of pulmonary 
infection has diminished with advancing years. 


4. Frequent Unexplained Fever: Two-thirds of the 
patients in whom the facts were known had frequent 
fever that was not readily explainable. Before the diag- 
nosis was made, this fever had been attributed in some 
instances to a disturbance of the “‘temperature-regulating 
center.” 


5. Breath-Holding Spells in Infancy: Information 
about this characteristic is available for only 22 patients. 
Out of these it was found that almost three-quarters gave 
a history of this phenomenon in the first year of life. 
When the patients were first seen, at the age of 4 or 5 
years, breath-holding had usually been forgotten by the 
parents; they were reminded only by direct questioning. 


6. Urinary Frequency: A large proportion of the chil- 
dren showed urinary frequency, which appeared to be 
the result of nervous tension rather than real neurogenic 
disturbance of the bladder. 

7. Mental Retardation: Among the first patients in 
our series many had mental retardation, and it was origi- 
nally thought that this was a regular feature; but as the 
series has grown the findings have been less consistent. 
More than half the patients have shown mental de‘ec- 
tiveness; on the other hand, several of those who were 
not retarded have shown actually superior intellectual 
endowment. 

8. Convulsions: Convulsions have occurred in half 
the patients. In some cases there has been a history of re- 
peated convulsions, but usually only one or two seizures 
associated with fever have occurred. 
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9. Corneal Ulceration: The last clinical manifesta- 
tion of significance is one that seems to be secondary to 
one of the cardinal features, defective lacrimation. Al- 
though in most instances there was no interference with 
corneal health, in 11 cases corneal ulcers developed 
either with slight trauma or after no known trauma. 
Usually these healed rapidly, but in three patients heal- 
ing was so unsatisfactory that permanent scarring devel- 
oped and seriously interfered with vision. 

Miscellaneous.—Two other findings have been noted 
that suggest muscular disturbance secondary to central 
nervous disorder but that are too infrequent to be con- 
sidered necessarily part of the picture. Scoliosis has been 
found in five of the patients. In one of these it was of 
severe degree. “Pes cavus” has been reported in two 
cases, 

SPECIAL TESTS 

The diagnosis of this condition depends for the most 
part on the observation of the clinical features discussed 
above. While many exploratory investigations have been 
carried out in these cases, in general these do not add to 
an understanding of the disturbance. Signs of basic me- 
tabolic disturbance, such as hypoglycemia or electrolyte 
imbalance, have not been present. Nitrogen retention has 
been observed only during periods of dehydration asso- 
ciated with vomiting, except in one case, when death 
appeared to be due to uremia that was thought to result 
from renal insufficiency secondary to hypertensive epi- 
sodes, since nephrosclerosis was observed at autopsy. In 
general, however, chemical abnormalities have not been 
remarkable. 

The result of the cold pressor test has been abnormal 
when used. If the patient was previously acclimated to 
the procedure, so that emotional factors did not intrude, 
there was no change in blood pressure. It is suggested 
that the indifference to pain previously discussed explains 
this lack of reaction. 

The benzodioxane test * has been carried out in four 
cases. This test could be applied only when high blood 
pressure was maintained over a considerable period. In 
several instances a fall in blood pressure resulted with 
the administration of the drug. However, in contrast to 
the results occurring in cases of pheochromocytoma, the 
fall in blood pressure lasted only two to three minutes, 
whereas with the usual positive result the lowered blood 
pressure persists for 15 to 20 minutes. 

Pneumoencephalograms made in six cases have shown 
no consistent pathological findings. Electroencephalo- 
grams have been recorded in 21 cases. In 16 of these the 
tracing was reported as abnormal. Often it suggested 
“convulsive disorder,” but there was nothing specific in 
the findings. 

FAMILIAL INCIDENCE 


The occurrence of this syndrome in siblings appears to 
be too frequent to be attributed to chance. Table 3 sum- 
marizes the familial incidence. Among the 33 patients 
there are four pairs of siblings; in addition 7 other off- 
spring appear in their histories to have been afflicted with 
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a similar condition. Considering only the siblings of the 
index cases (that is, the cases that brought the family 
to the attention of a physician), there is a total of 33, of 
whom 11 are known to be or are thought from history to 
be affected. This proportion is compatible with a men- 
delian recessive characteristic, but no definite conclusions 
can be reached in this respect with such a small group. 
No history has been obtained of similar disorders among 
parents or collateral relatives. Also, there has been no 
evidence to date of consanguinity among the parents. 


AGE DISTRIBUTION AND MORTALITY 


Since the above evidence suggests that this syndrome 
is congenital in nature, there should be no preponderance 
of any one age range in a random group. This is borne 


TABLE 3.—Familial Distribution 


Families with more than one child...................... 22 
Siblings amfected or probably affected............... 11 


out by the distribution of ages among the patients of our 
Series as represented in the accompanying figure. The 
oldest patient is a girl of 20 years; one boy died at 17 
years. In all the cases in which a detailed history was 
available, difficulty was encountered in early infancy. 
This usually consisted of difficulty in feeding, with the 
baby appearing to have trouble with swallowing. Ab- 
dominal distention was another common complaint. As 
a result of these features, the babies tended to be poorly 
nourished during the first year of life. 

Also shown in the accompanying figure are the ages 
at which death occurred in the 10 patients who have died. 
In eight of these the cause of death was attributed to 
aspiration pneumonia. In one case it appeared to be due 
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Distribution of patients by current age (March, 1952) or age at death. 
The black portion of the bars represents the living and the white portion 
the dead. 


to renal failure as mentioned above, and in the 10th case 
death occurred at home with a terminal episode of hema- 


temesis. 
POSTMORTEM FINDINGS 


Autopsy has been performed in nine instances. Among 
these, pathological conditions in the central nervous 
system have been noted in only two. In one there were 
multiple abscesses in the brain, which were apparently 
secondary to aspiration pneumonia and presumably oc- 
curred terminally. In the second case, a report of which 
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has been published,"” a small cyst was found im the thal- 

amus. The absence of a similar lesion im the other cases 

suggests that this was an incidental finding. 
TREATMENT 

Treatment has been limited to efforts to modifiy the 
more disturbing manifestations, such as womitimg, hyper- 
tension, defective tearing with corneal ulceration. amd 
the extreme emotional instability. Among the agemts that 
have been tried are various types of amticonvulsamts amd 
sedatives, autonomic-active drugs, muscle relaxamts, 
dimenhydrinate (dramamine“), amd evem cortisome: 
none of these has made any significant differemce. The 
surgical procedure, previously reported.* of splittumg the 
tentorium, though followed by temporary improwement, 
made no lasting difference. Lumbar sympathectomy im 
one case produced only temporary modification of blood 
pressure. Psychotherapy has proved umavailimg. largely 
because it has been difficult to establish amy real comtact 
with the patient. In one patient whose vwomitimg was ac- 
companied by an acute psychotic state amd persisted for 
a dangerously long period, electric shock therapy has ap- 
peared on several occasions to interrupt the attack; whem 
it was used prophylactically. however, it apparently had 
no effect. The most radical approach tried im 2 patient 
totally incapacitated by the frequency of her womutimg 
attacks has been prefrontal lobotomy. For almost a 
month after this procedure the patient did mo vwomutumg 
but thereafter relapsed into her former state. 

This summary of failures is givem merely to show the 
variety of approaches that have beem tned. Also, the fact 
that such heroic approaches seemed justified serves as 
an index of how disabling the symptoms cam be. 

COMMENT 

The 33 cases summarized im the foregoumg presemta- 
tion have so many features in common that it justifies the 
concept that they are examples of 2 real amd easily recog- 
nizable clinical entity of familial mature. This symdrome 
is manifested primarily by disturbances im function of the 
autonomic nervous system. 

The syndrome can be recognized with considerable 
assurance in children over 2 years of age whem alll the 
‘eatures are evident. In younger childrem defictemt lactri- 
mation, absent reflexes, and skim blotchimg make the 
diagnosis fairly certain, especially if associated with a 
history of feeding difficulty. In the differential diagmosus 
in the first year of life acrodymia and cystic fibrosis of the 
pancreas may come up for consideration. Im older chil- 
dren, pheochromocytoma or primary psychiatric disorder 
have had to be ruled out. The presence of alll or most of 
the cardinal features discussed makes the differemtiatiom 
relatively simple. 

There is insufficient evidence to permit ome to deter- 
mine the pathogenesis of the syndrome. The fact that the 
neurogenic symptoms are so widespread stromgly swg- 
gests a central rather than a peripheral ormgim. The pres- 
ence of autonomic disorder, hyporefiexia, relatiwe 
ference to pain, psychic abnormality. amd frequently 
mental retardation make it difficult to localize the dis- 
turbed function in any one area of the bran. 
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The question of the most suitable terminology for the 
condom fas mot heen easy to settle. In the absence of 
kmowledae of the causes or the pathologicoanatomic 
changes, 2 Partially descriptive term 1s proposed that 
pounts Out the most stniking disability: “familial auto- 
nommc dysfunction.” or, with the use of a Greek deriva- 
twe to make the wtle shorter, “familial dysautonomia.” 

Fumally. with the expenence gained from this group it 
sooms reasomable to speculate on the possible distribu- 
mom of cases. All] the patients described herein were 
browgint to madkcal attemtion because of some incapaci- 
tatime feature, but mo one patient showed all the severe 
featwres. It as likely that there are patients with none of 
the extreme featwres who might present only behavior 
problems um childhood or personality problems in adult 
life. There as mothing im the basic condition incompatible 
with homg life, so that seems probable that as knowl- 
edge of the swndrome becomes more widespread more 
adwit examples of at wall) be found. 

SUMMARY 

A composite picture of the syndrome “familial auto- 
nomic dysfunction,” or, more briefly, “familial dysauto- 
moma. ihased om 33 cases ts presented (table 2). The 
nearly comstamt features of the condition are (1) Jewish 
extraciom, (2) defective lacrimation, (3) skin blotching, 
(4) excessiwe perspuranion, (5) drooling, (6) emotional 
(7) motor mooordinanon, (8) hyporeflexia, 
amd (9) relatiwe indifieremce to pain. Other variable 
mamiiestatoms that have been disabling were present in 
alll cases. It as am easily recogmizable entity, not basically 
hetizal. amd presumably a congenital disorder of the cen- 
tral merwous sytem. im which the familial incidence sug- 
2 Orin. 

620) St. 

4 Bodies. T. J; Pool, J. L. and Rilev. C. M.: Central Autonomic 


Lactimaton: Preliminary Report of Effect of 
um Ome Case, Pediatrics 479, 1949. 


examination is the 
cimetf tor the dhagnoss of gastric ulcer. However, roent- 
gemologsts kmow well] that a certam percentage of gastric ulcers 
cummot he fownd ewer with wery careful exammation mcluding 
compression with apot films. The mumber of these appar- 
whoers does not alone depend upon the skill 
amd of the absxerver. The number noticed depends 
greatiy apom the mumber of checks done either by gastroscopy or 
exploratory in places where gastroscopy is done 
omilw im mame as am excephonal procedure, the patient im 
motiung wars found x-ray will be discharged 
affine: treatment and mothoady may ever discover that m fact he had 
@ gastme wioer. If gastrosoapy «s done m every single mstance in 
a ns sgpected, but m which roentgenologic 
failed no any pathologic change, then guite a 
few awe found. Therefore m as dificult to compare 

mot ihe that many gastric ulcers cannot be 
$22 at thas seme ulcers will not be found even 
winem wre omploved. How frequent such diagnostic 
faulures are we willl mewer know, unless some new third diagnostic 
method ns deweloped. is Clear that exploration cannot be under- 
takem and therefore Goes not constitute such a third 
mactinod! —R. Scthandiier, MLD. Lange Gastric Ulcers, Not Demon- 
at Exammation, The Medical Clinics of 
North Anmernca, Dally, 1932. 
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PROBLEM OF EMOTIONAL TRAUMA IN HOSPITAL TREATMENT 
OF CHILDREN | 


Katherine Jackson, M.D., Ruth Winkley, A.B., Otto A. Faust, M.D, 


Ethel G. Cermak, M.D., Albany, N.Y. 


The importance of the emotional needs of the child in 
the hospital, and especially of the child who is to be op- 
erated on, has been receiving more attention in recent 
years by nurses, pediatricians, surgeons, and psychi- 
atrists. The fact that emotional trauma occurs is widely 
accepted. The definition of the term, however, and the 
causes and means of prevention of the condition are 
sometimes inadequately understood. For the purpose of 
this discussion, emotional trauma will be defined as the 
intensification of any feeling that may be deleterious to 
a satisfactory adjustment to life. Feelings that are likely 
to be involved in the hospital treatment of children are 
anxiety, suspiciousness, resentment, hostility, inade- 
quacy, insecurity, and a desire to retaliate. 

From our study of the psychological aspects of hos- 
pitalization, anesthesia, and surgery in a group of chil- 
dren, certain conclusions seem justified concerning the 
nature, etiology, and prevention of emotional trauma as- 
sociated with such experiences. The children, whose ages 
ranged from 3 to 8 years, were admitted to the hospital 
for tonsillectomy. Before admission, a psychiatric social 
worker interviewed the mother and the child in the home, 
obtained a record of the child’s behavior, and evaluated 
his emotional characteristics and his relationship to his 
parents. A history of dreams and mannerisms was in- 
cluded in an attempt to elicit the presence of repressed 
feelings. This interview was repeated several times alter 
the operation. Final checks after 18 months are now 
being made.’ In most of the children, anesthesia was in- 
duced with open-drop vinyl ether (vinethene* ) adminis- 
tered by an anesthetist with special interest and experi- 
ence in dealing with emotional problems.” 

In this study, a child who was able and willing to co- 
operate in the hospital procedures, who accepted the 
usual treatments with a minimuin of resistance, and who 
went through the induction of anesthesia without evi- 
dence of serious fear was considered to have met the ex- 
perience adequately. If during the postoperative inter- 
views no bchavior changes were found that indicated the 
intensification (overt or repressed) of any of the above- 
mentioned negative feelings, it was concluded that the 
child had suffered little or no emotional trauma. 

In this age group, traces of some or all of the negative 
feelings under consideration are already present. They 
exist in varying degrees in every child. Thus, it is impos- 
sible, at this age, to initiate a new negative feeling by any 
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single experience. Even as threatening an incident as 
hospitalization and surgery is merely another feeling-ex- 
perience. It is the combined responsibility of parents, 
physicians, and hospital personnel to make it a construc- 
tive experience or at least to keep its emotional damage 
to a minimum. In the prevention of emotional trauma in 
the hospital-anesthesia-surgery experience, there are 
three important factors: 1. The child must have made a 
reasonably adequate adjustment to his environment. 2. 
He must have proper preparation for the specific experi- 
ence. 3. The experience must be modified to meet the 
child’s endurance. The first of these factors, the adjust- 
ment of the child to his environment, depends almost 
entirely on the relationship between the child and his 
parents. If he has been wisely loved and adequately sup- 
ported, he will be trusting and self-assured. If his parents 
are suspicious or retaliatory, he will be likely to follow 
this pattern. Just as his physical traits are determined by 
those of his parents and grandparents, his emotional 
make-up will largely parallel that of his forebears. The 
difference is that, while purely physical characteristics are 
modified only by generations of evolution, any parent 
can learn to understand and improve his feeling-pattern 
and pass on to his child a different set of emotional re- 
actions from those he learned from his parents. The im- 
portance of this principle lies in the fact that the emo- 
tional equipment required for dealing adequately with a 
hospital experience is no different from that needed in 
dealing with the other problems of life. 

Our experience has shown that the child best able to 
meet the hospital-anesthesia-surgery situation is the child 
who is able to trust the physicians and nurses to treat him 
fairly. He assumes that painful procedures are necessary, 
are for his own good, and are not punitive. He is willing, 
therefore, to place himself in the hands of others and ex- 
pects from them the kindness, understanding, and sup- 
port to which he is accustomed at home. He is not over- 
whelmed by his own fear, because he is able to trust 
someone else who is unafraid. Obviously, such a child 
must have a firm foundation of trust in his parents, a deep 
assurance that they are always fair and always consistent 
in their love. He has already learned that a certain 
amount of unpleasantness and deprivation are unavoid- 
able in life and that they are not in any way punishment 
for misbehavior. In the hospital, he expects some un- 
pleasantness and pain and accepts the situation without 
resentment. 

With such a background of preparation for all difficult 
experiences, preparation for hospitalization is simple. 
The parents should explain honestly and simply what is 
going to happen and why. The child’s questions should 
be answered patiently and reassuringly. It is important 
that the parents avoid communicating to the child any 
apprehension that they may have. On the other hand, the 
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child’s fear should be accepted as normal and be neither 
denied nor ridiculed. In other words, the child should be 
allowed to be frightened but should be able to look to 
the adults and find them adequate and unafraid. 

The time of admission to the hospital for elective pro- 
cedures should be determined with regard to the child’s 
emotional state. In case of a death in the family, espe- 
cially that of a parent or a sibling, or serious marital diffi- 
culty between parents, operation should be postponed 
until the child has made his best adjustment to the situ- 
ation. Time should also be allowed for his becoming 
accustomed to school, a new home, a new baby, or a new 
stepparent before he is sent to the hospital. 

Shortly before admission to the hospital, either the 
family physician or the surgeon should tell the child what 
is going to be done. If, along with tonsillectomy, any 
other procedure, even the removal of a tooth or a wart, 
is anticipated, this should be explained. One of the chil- 
dren in our group had been told by a child who had had 
a hernia repaired at the time of his tonsillectomy that his 
tonsils would be taken out through his abdomen. The 
child’s misunderstanding was corrected before surgery, 
but he had several days of anxiety. Whenever there is a 
period of anesthesia, a child may become apprehensive 
about what has been done to him while he was uncon- 
scious. Only his trust in his parents and the physician 
protects him from fantasies of mutilation. 

For even the best-prepared child, and especially for 
the anxious one, considerate treatment in the hospital is 
necessary if emotional trauma is to be avoided. It might 
seem that busy nurses and physicians could not possibly 
meet each child’s emotional needs, and it is true that they 
cannot perfectly replace the parent, but children who 
have been loved wisely at home develop a self-assurance 
that makes them less demanding. They need only con- 
siderate understanding and they will cooperate. Specific 
examples of desirable means of administering treatment 
could be given, but the important factor is the feeling of 
the adult toward the child, for the person who really has 
the child’s welfare at heart will intuitively choose the 
least traumatic methods. Lack of experience sometimes 
leads to minor errors. A student nurse was inadvertently 
responsible for several days of anxiety in one of our chil- 
dren, because she told him that the catheter through 
which rectal anesthesia was administered was only “a 
puppy dog’s tail.” The child could not remember the 
catheter being removed. Naturally, not all persons have 
the emotional maturity, the warmth, or the wisdom to be 
supportive and understanding; if, however, the child is 
making a satisfactory adjustment to life in general, he 
will probably not be seriously disturbed by unenlightened 
treatment for a few days in the hospital. 

The exception to this occurs in separating the very 
young child from his mother at the time of surgery. When 
there has been no previous separation, this aspect of the 
experience is probably the greatest source of trauma. For 
most children under 4 years of age, it is our observation 
that no amount of love and understanding will effectively 
substitute for the mother. When physicians realize how 
inextricably a child’s emotional welfare is bound up with 
physical welfare, provisions will be made for a parent to 
remain with the hospitalized child. If only in the interest 
of physical well-being, a consideration of the child’s 
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emotional needs must eventually take precedence over 
rules, schedules, and the polish on the floor. Certain 
qualifications must be made to the general statement that 
a parent should stay with the child hospitalized for tonsil- 
lectomy. Since the purpose of the parent’s presence is to 
support the child in a difficult situation, any parent who 
does not help the child is of no use. In fact, the over- 
anxious parent may add to his child’s burden, and, cer- 
tainly, the parent who overidentifies to the point of 
hysteria (not a rare occurrence in our study) does the 
child more harm than good. 

In the interest of reducing emotional trauma during 
the hospital stay, treatments such as enemas and veni- 
punctures should be kept to a minimum. Having anything 
inserted into the anus, especially by a stranger, is ex- 
tremely objectionable to most children and should be 
avoided whenever possible. If the child has learned to 
hold a thermometer in his mouth, he should be permitted 
to do so at the hospital. Waking the child at midnight on 
the preoperative day to take his temperature because the 
chart calls for a reading seems unkind and unnecessary. 
A preoperative reading after he has awakened is more 
informative and less traumatic. Giving unavoidable ene- 
mas and taking temperatures are things that can be done 
by the mother if she is allowed to stay with the child. 

Among the children in our group, needles caused the 
greatest resentment. It was our practice to reduce the use 
of needles to a minimum, so that we usually were able to 
protect the child from all but the finger prick for the 
hemoglobin reading and the atropine injection. The latter 
was given in the arm rather than in the buttocks, because, 
early in the study, we found that less resentment was 
aroused when the child could see what was done. Veni- 
puncture for the Wassermann test, which is required by 
hospital regulation, was done during anesthesia. 

Although this was the usual procedure in our study, 
an Opportunity was afforded to observe reactions to 
venipunctures in the same children. Another department 
began research that involved securing several specimens 
of venous blood, and, before an understanding and agree- 
ment could be reached, several children in our group had 
been used as subjects. The reactions to this experience 
were more intense than to any other procedure. Most of 
the children remembered and resented it at the final 18 
month check-up. Obviously, it is impossible to avoid 
venipuncture entirely, but it seems wise to restrict its use 
to occasions when it is really necessary. It should then 
be done by persons who have had experience in doing 
venipunctures. Such experience can be acquired by 
doing the necessary venipunctures on anesthetized chil- 
dren or on children with “medical” conditions, who are 
not being subjected to the additional stress of anesthesia 
and surgery. 

The use of a bed with sides is sometimes taken as an 
insult by children who have outgrown them at home. It 
is accepted, however, if the sides are explained as a neces- 
sary protection against a painful or dangerous fall. The 
young patient should not be required to stay in bed, 
especially alone in a room, when he is feeling well. On 
the day before surgery, he will be happier and more co- 
operative if he is allowed to g6 about the ward and play 
with other children. | 
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The atraumatic administration of anesthesia poses a 
special problem. Unless precautions are taken, the child 
is likely to mistake the onset of unconsciousness for 
impending death and to struggle accordingly. Verbal re- 
assurance alone is ineffective and must be augmented by 
specific information about the experience and its accom- 
panying sensations. With the method described in an 
earlier paper,’ almost all of our children went to sleep 
without resistance or evidence of serious fear. Exceptions 
were a few children who gave evidence of previous emo- 
tional disturbance; most of these children were under 4 
years of age. A few 3-year-old children went to sleep 
without protest, but they had the advantage of good sup- 
port and reassurance by a parent or parent substitute 
during induction of the anesthesia. 

The inability of children under 4 years of age to under- 
stand and anticipate a threatening experience might 
suggest the advisability of using some form of basal anes- 
thesia. A few of our children were given thiopental 
sodium rectally, too few to warrant conclusions concern- 
ing its efficacy in preventing emotional trauma. It was 
noted, however, that the children who went to the oper- 
ating room asleep showed some postoperative anxiety 
and doubt about whether their tonsils had really been 
removed. At the time of emergence from anesthesia, the 
child again has a great need for the comforting presence 
of the parents. In fact, even if parents are barred at all 
other times from the pediatric ward, they should be 
allowed to be present at the bedside of the awakening 
child. Even under the best conditions, the child has been 
through a frightening and threatening experience and 
needs the immediate assurance that only a mother or 
father can provide. 

Most children come to the hospital with less than per- 
fect intellectual and emotional preparation. Deep-seated 
anxieties and feelings of insecurity and inadequacy make 
the prospective experience a real threat to their emo- 
tional adjustment to life. To these children, physicians, 
nurses, and other hospital personnel can render valuable 
aid. They can supply the love and the support that the 
child must have if he is to withstand the hospital experi- 
ence without further emotional damage. The child who is 
anxious and suspicious is the child who will cry and 
resist the most, and he is the one who most needs kind 
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treatment. It requires emotional maturity and under- 
standing to be “good” to a belligerent, assaultive child, 
but the willingness and the ability not to retaliate at such 
a time will pay dividends in reducing the child’s hostility 
and resistance and in the satisfaction of having made a 
constructive contribution to his emotional well-being. 


DATA 

During the two year period of our study, 105 children 
were observed through the first three postoperative 
months. At the first interview after the operation, many 
were found to have been babyish and clinging, to have 
slept restlessly, or to have adopted substitute or new self- 
comforting mannerisms. At the end of the three month 
period, this less acceptable behavior had persisted in 17 
children. Some degree of emotional handicap existed in 
almost all the patients, but whereas 88 of these children 
survived the experience without evidence of damage, an 
examination of the emotional background of the 17 who 
did not is indicated. Correlations are being made in all 
cases between the emotional factors considered above 
and earlier potentially traumatic experiences and post- 
operative behavior changes. 


SUMMARY 

During two years work on a special study of the psy- 
chological aspects of hospitalization, anesthesia, and 
surgery for children, it was observed that a child is least 
likely to suffer from emotional trauma if he is well ad- 
justed to a family environment of love, trust, and security. 
Certain factual preparation is necessary before hospital- 
ization, in order to prepare him for the experience. The 
time of hospitalization should be chosen according to his 
emotional balance. 

All phases of the experience should be gaged to the 
child’s ability to adjust, and all procedures to which he is 
subjected should be carried out in a considerate and 
friendly manner. Painful treatments should be kept to the 
necessary minimum. In all children, but especially in 
those who are inadequately equipped for hospital experi- 
ence, physicians and hospital personnel can, by kindness, 
understanding, and support, greatly reduce traumatic 
effects. Of 105 children studied, 17 showed behavior 
changes at the end of the third postoperative month. 

New Scotland Ave. (1). 


SULFHEMOGLOBINEMIA FOLLOWING HABITUAL USE OF ACETANILID 


Telfer B. Reynolds, M.D., London 


Arnold G. Ware, Ph.D., Los Angeles 


There are numerous reports in the older medical 
literature of cyanosis following the prolonged ingestion 
of acetanilid;' the cyanosis was assumed to be due to the 
presence of methemoglobin. In 1930, Harrop and Water- 
field called attention to the fact that acetanilid poisoning 
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could cause sulfhemoglobinemia.’ There are a few other 
reports in the literature of single instances in which this 
fact was demonstrated.’ Nevertheless, cyanosis with acet- 
anilid poisoning is still frequently ascribed to methemo- 
globinemia. 

Differentiation between the two pigments is relatively 
easy by methods now available and is of considerable 
practical importance, particularly with regard to 
therapy. Methemoglobin is rapidly r@#€®rsed to normal 
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hemoglobin by the enzyme systems in the red blood cell 
as soon as the offending poison is removed. Treatment of 
methemoglobinemia of a mild degree is, therefore, often 
unnecessary. In severe cases, methylene blue (1 to 2 mg. 
per kilogram), given orally or intravenously, is dramati- 
cally effective and may be life-saving. Sulfhemoglobin, 
on the other hand, is not reversible to hemoglobin, and, 
once formed, it persists for the life of the red cell. No 
known treatment is beneficial. Diagnosis is important 
chiefly because of the implications it carries regarding 
the patient’s drug intake. 


Cyanosis that persists after the causative agent is with- 
drawn is probably due to sulfhemoglobin rather than 
methemoglobin. Since many patients with this disorder 
are drug addicts who often obtain supplies by sur- 
reptitious means, it is difficult to be certain when drug 
ingestion has been stopped; therefore, spectroscopic ex- 
amination of the blood is essential for a definite differ- 
entiation. The absorption bands of methemoglobin (630 
my) and sulfhemoglobin (618 my) can be confused 
when a hand spectroscope is used, but they are easily 
differentiated after the addition of a small amount of 
neutral cyanide solution; this dissipates the methemo- 
globin band, but the sulfhemoglobin band is unaffected. 
The following case histories of six patients seen during a 
relatively brief period in the wards of a general hospital 
indicate that sulfhemoglobinemia and not methemo- 
globinemia is the usual result of acetanilid overdosage 
and that acetanilid habituation is still a problem in 
clinical medicine. 


REPORT OF CASES 


Case 1.—A 52-year-old white woman was admitted to the 
Los Angeles County Hospital on July 13, 1950, with the com- 
plaint of severe, crushing precordial pain of six hours’ duration. 
The heart was moderately enlarged; the blood pressure was 
110/70; and marked cyanosis was present, which did not clear 
with oxygen inhalation. An electrocardiogram indicated a recent 
anterior myocardial infarction. Because of the persistent cyano- 
sis, methemoglobinemia was suspected. In the blood sent to the 
laboratory, an abnormal band in the red spectrum was found, 
which was thought to be caused by methemoglobin. Eighteen per 
cent of the total hemoglobin of 14 gm. per 100 cc. (Sahli acid- 
hematin method) was so affected. This estimate of methemo- 
globin concentration was made by the method of Chase and 
associates, which makes use of absorption ratios at appropriate 
wave lengths. It does not differentiate between methemoglobin 
and sulfhemoglobin. After repeated questions, the patient ad- 
mitted taking “some” bromo-seltzer® (2.5 grain [0.16 gm.] of 
acetanilid and 5 grains [0.32 gm.]j of sodium bromide per tea- 
spoonful). Her son stated that she had been taking bromo- 
seltzer” in large quantities for several years to relieve nervous- 
ness, tension, and headaches. She ultimately admitted taking 
from five to six teaspoonfuls daily, which the son felt was less 
than she actually used. She denied taking any other medication. 
The blood bromide level four days after entry was 12.6 mEq. 
per liter. It was not appreciated that the spectrophotometric 
method failed to make a distinction between methemoglobin and 
sulfhemoglobin; accordingly, 7.5 cc. of 1% methylene blue was 
administered intravenously on July 29. There was no change in 
the cyanosis, and the methemoglobin level on Aug. 1 was still 
16% of the total hemoglobin. Ascorbic acid, 500 mg. daily by 
mouth for 12 days, failed to lessen the cyanosis. Convalescence 
from the myocardial infarction was uneventful. The blood 
bromide level fell to 2.3 mEq. per liter on Aug. 14. At the time 
of discharge, on Aug. 21, the blood still contained 11% abnormal 
hemoglobin. The patient specifically stated on admission that 
she had not been constipated, and this was not a problem during 
the hospital stay. 
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COMMENT 

In retrospect, the abnormal hemoglobin responsible 
for the cyanosis was unquestionably sulfhemoglobin. 
There was no response to reducing agents, and the cya- 
nosis was of long enough duration to exclude the possi- 
bility of methemoglobinemia. (The falling blood bromide 
level proved that bromo-seltzer* ingestion was not con- 
tinued.) This case illustrates an error in diagnosis leading 
to unnecessary and ineffective therapy because of the 
failure to employ the simple cyanide differentiation test. 
Because of the heart disease, transfusion may have been 
indicated in an effort to increase the oxygen carrying 
capacity of the blood. Such treatment rarely would be 
necessary, since, in none of our patients was more than 
20% of the hemoglobin changed to sulfhemoglobin. 


Case 2.—A Sl-year-old white man was admitted to the Los 
Angeles County Hospital on Aug. 28, 1950, with diffuse, poorly- 
described abdominal pain and generalized weakness of several 
weeks’ duration. He was somewhat belligerent and talkative, and 
his memory seemed poor. There was a pustular acneform erup- 
tion over the chest and back. The mucous membranes and lips 
were deeply cyanotic, and the skin had a pasty, grey appearance. 
His hospital record extended back to 1943, with numerous clinic 
visits for multiple, poorly-described complaints, which included 
headache, weakness, and abdominal and chest pain. On several 
occasions, cyanosis of the lips had been noted. On one hospital 
entry in 1948, there was a history of bromo-seltzer® ingestion, 
and the blood bromide level! was 24.2 mEq. per liter. At first the 
patient denied taking bromo-seltzer,” but gradually, on repeated 
questioning, he admitted his estimated intake to be 12 to 16 oz. 
(340 to 454 gm.) weekly. His wife told us that he took consider- 
ably larger amounts at times and that physicians repeatedly ad- 
vised him to discontinue the medication; however, he seemed 
unable to do so. He stated that he had taken bromo-seltzer® for 
“at least 10 years,” because it gave him relief from headaches, 
nervousness, and abdominal pain. 

On Aug. 29, the blood bromide level was 19.0 mEq. per liter, 
and, by spectrophotometric examination, 16% of the hemoglobin 
was found to be preseat in an abnormal form, presumed to 
be methemoglobin. The total hemoglobin level was 13.5 gm. 
per 100 cc. (Sahli acid-hematin method), and the arterial oxygen 
saturation was 82% (Van Slyke method). A total of 100 mg. 
of methylene blue was edministered intravenously on Aug. 30 
and again on Aug. 31, with no reduction of cyanosis. The 
amount of abnormal hemoglobin found on spectrophotometric 
examination was unchanged on Sept. 1. Ascorbic acid, 1,000 
mg. daily for tive days, had no effect on the cyanosis or the 
level of abnormal hemoglobin. The abnormal pigment was 
then tested for its stability to cyanide, using the quantitative 
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method of Evelyn and Malloy.® The absorption peak was not 
affected by the addition of cyanide solution, indicating that the 
pigment was sulfhemoglobin. There was no detectable methemo- 
globin in a fresh sample of blood. 

The patient was warned of the possible consequences of con- 
tinued bromo-seltzer® ingestion. During his hospital stay of 12 
days, he manifested marked nervousness and irritability, which 
were only partially controlled by barbiturates. He seemed anx- 
ious to leave the hospital, presumably to obtain more bromo- 
seltzer,” although he stated he would never take it again. He has 
since been seen several times at the clinic, with cyanosis, sulf- 
hemoglobinemia, and high blood bromide levels, but he is unwil- 
ling or unable to discontinue taking bromo-seltzer.” Constipation 
was rarely present; the patient stated that he took cathartics on 
the average of once a month. 

Comment.—As in case 1, the fact that the abnormal 
hemoglobin was sulfhemoglobin was not appreciated 
until the cyanide differentiation test was performed. The 
diagnosis was not even suspected for several years, al- 
though the patient was seen by a number of physicians 
and given extensive symptomatic therapy for numerous 
vague complaints that were probably the result of rather 
than the cause of his drug habit. This patient did not 
have a significant degree of constipation nor was it an 
outstanding finding in the majority of the patients in this 
series. Constipation has been assumed to be an important 
factor in sulfhemoglobinemia, leading to abnormal 
hydrogen sulfide absorption and thus providing a source 
of sulfur. Sulfhemoglobinemia has often been ascribed to 
this substance alone in so-called enterogenous cyanosis, 
even though attempts to produce sulfhemoglobin in vivo 
with hydrogen sulfide have been disappointing.® Judging 
from the histories of our patients, constipation is not an 
essential factor in sulfhemoglobinemia. The diagnosis of 
enterogenous cyanosis, if such an entity exists, requires 
the most careful exclusion of acetanilid (or other drug) 
ingestion. 

Case 3.—A 42-year-old white woman was brought to the Los 
Angeles County Hospital on July 24, 1951, by the police de- 
partment; she was unable to give a history. Information was 
obtained from a friend to the effect that she had been acting 
peculiarly, had difficulty with her speech, and had seemed “grog- 
gy,” for approximately two months. For about the same period 
of time, a purplish color of the lips had been noticeable. He 
stated that she had been taking large quantities of bromo- 
seltzer® for a period of several months. The landlady had called 
the police because of the patient’s peculiar behavior. 

At time of admission to the hospital, the patient was semi- 
stuporous, confused, and unkempt. The mucous membranes 
were deeply cyanotic, and the skin was a Slate-grey color. The 
blood bromide level was 23.8 mEq. per liter. On July 26, spectro- 
photometric examination of the blood indicated the presence 
of 0.72 gm. per 100 cc. of sulfhemoglobin, no methemoglobin 
was detectable. The total hemoglobin was 14.4 gm. per 100 cc. 
(Sahli acid-hematin method). The blood bromide level gradually 
fell to 10.3 mEq. per liter on Aug. 8. By Aug. 2, the patient's 
mental state had markedly improved. She admitted taking one 
bottle “or more” of bromo-seltzer® daily for approximately two 
weeks before admission “to settle her nerves.” She denied long- 
term ingestion of bromo-seltzer,* although the history obtained 
from the friend contradicted her statement. No reliable informa- 
tion regarding constipation was obtained. Cathartics were not 
prescribed during the 12 day hospital stay. At the time of dis- 
charge, on Aug. 6, the cyanosis and slate-grey skin color were 
still evident. She did not return for a follow-up examination. 


5. Evelyn, K. A., and Malloy, H. T.: Microdetermination of Oxy- 
hemoglobin, Methemoglobin, and Sulfhemoglobin in a Single Sample of 
Blood, J. Biol. Chem. 126: 655, 1938. 

6. Meyer, E.: Ueber das Verhalten des Nitrobenzols und einiger 
anderer aromatischer NitrOkOrper im Organismus, Hoppe Seyler’s Ztschr. 
f. physiol. ae 497, 1905. Harrop and Waterfield.? 
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Comment.—This patient’s symptoms were undoubt- 
edly caused by the high blood level of bromide and not 
by the relatively small amount of sulfhemoglobin present, 
which actually would interfere only mildly with oxygen 
transport. The diagnosis of bromide intoxication might 
not have been made without the history provided by the 
friend. In a patient with these symptoms, the finding of 
cyanosis due to sulfhemoglobinemia should suggest the 
possibility of bromide toxicity from bromo-seltzer.* 


Case 4.—A 43-year-old white woman was brought to the Los 
Angeles County Hospital on April 10, 1950. She was semi- 
stuporous and irrational. The only history obtainable was given 
by a friend, who indicated that she had been “sick” for four 
days, had been taking bromo-seltzer® (amount not determined) 
for years, and had been drinking recently. Her old hospital 
record revealed that at the time of a laparotomy for suspected 
ectopic pregnancy, in 1935, one of the surgeons had noted that 
“the blood was extremely dark and bluish in color, suggesting 
methemoglobinemia.” She was seen in the hospital admitting 
room in 1943, complaining of abdominal pain and vomiting, 
and, at this time, she gave a history of taking bromo-seltzer® 
almost daily since the age of 19. 

At the time of admission, she was febrile, deeply cyanotic, 
and tachypneic, and there were rales at the right lung base. The 
cyanosis did not improve when oxygen was administered. The 
blood bromide level was 26.4 mEq. per liter. When the blood was 
examined with the spectrophotometer, 20% of the hemoglobin 
was found to be in an abnormal form, presumably methemo- 
globin. (A cyanide test was not done.) A total of 50 cc. of 
1% methylene blue was given intravenously after the above de- 
termination, Cyanosis was reported to have “slightly decreased” 
but was still pronounced the next day and until the time of 
death. Her condition grew worse in spite of penicillin therapy, 
and she died on April 13. No further spectrophotometric ex- 
aminations of the blood were made. Bronchopneumonia in the 
right lung was found at autopsy. 


Comment.—Although definite proof of sulfhemo- 
globinemia is lacking in this patient, the failure of the 
cyanosis to disappear when a large dose of methylene 
blue was administered and the long-standing habituation 
to bromo-seltzer® strongly suggest its presence. The 
possibility that pneumonia could have been responsible 
for the continued cyanosis after methylene blue was 
administered seems remote, since the pneumonia was not 
extensive, and oxygen was used continuously without 
benefit. There was no reliable information available 
regarding constipation. 


Case 5.—A 70-year-old white man was admitted to the Los 
Angeles County Hospital on Jan. 30, 1949, complaining of exer- 
tional dyspnea and precordial pain of six months’ duration. He 
also had frequent headaches and had noticed a constant blue- 
ness of his lips for the same period of time. He had been con- 
Stipated “all his life.” The blood pressure was 210/100 mm. 
Hg, and the heart was slightly enlarged. The mucous membranes 
and nail beds were deeply cyanotic. There were no evidences 
of congestive failure. The electrocardiogram indicated left ven- 
tricular hypertrophy. 

Cyanosis persisted in spite of oxygen inhalation and complete 
relief of dyspnea. Blood withdrawn for chemical analysis had 
a brownish tinge. A history was then obtained of taking five 
teaspoonfuls of bromo-seltzer® daily for approximately 18 
months. The blood was examined spectrophotometrically on 
Feb. 4; 20% of the hemoglobin was found to be present as an 
abnormal form, presumed to be methemoglobin. A cyanide test 
was not done. At the time of discharge, on Feb. 6, the blood 
bromide level had fallen to 7.6 mEq. per liter, and the cyanosis 
had decreased only slightly. Cathartics were prescribed four times 
during the hospital stay of 11 days. 
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Comment.—Again, proof of sulfhemoglobinemia is 
lacking; however, the fact that the abnormal hemoglobin 
was present five days after admission is strong evidence 
that it was sulfhemoglobin. Methemoglobin would have 
been reduced to hemoglobin in this period of time, unless 
there had been continued ingestion of bromo-seltzer,* 
which was fairly well ruled out by the falling blood 
bromide level. The failure of the cyanosis to improve 
with oxygen inhalation should lead to examination of the 
blood for the brownish blue color of methemoglobin or 
sulfhemoglobin, which does not redden with oxygen- 
ation. 


CasE 6.—A 77-year-old white woman was first seen at the 
Los Angeles County Hospital in June, 1947, with complaints of 
insomnia and headache and with poorly described abdominal 
pain. The liver and spleen were both palpable. The hemoglobin 
was 8.0 gm. per 100 cc. (Sahli acid-hematin method), and the red 
blood cell count was 2,400,000 per cubic millimeter. No cause 
was found for the hepatosplenomegaly and anemia. The patient 
was seen again in January, 1948, with similar vague complaints 
and the same findings. Moderate cyanosis of the skin and lips was 
noted but was not explained. 

On the patient’s third entry, in 1948, hepatosplenomegaly and 
anemia were still present. The hemoglobin was 10.0 gm. per 
100 cc., the red blood cell count 2,650,000 per cubic millimeter, 
and the mean corpuscular hemoglobin 39 micromicrograms. 
There was diminished vibration sense in the lower extremities 
and an absence of free gastric acid after histamine injection. Ex- 
amination of the bone marrow revealed hyperactive erythropoie- 
sis without megaloblastosis. Pernicious anemia was suspected, 
but there was no appreciable reticulocyte response to liver ex- 
tract. 

On the fourth entry, in December, 1948, the findings were 
unchanged. Cyanosis was again noted, and spectrophotometric 
examination of the blood indicated that 25% of the hemoglobin 
was in an abnormal form, presumed to be methemoglobin. (The 
cyanide test was not done.) Drug ingestion was denied. She 
stated that her skin had turned blue at times over a period of 
many years. Congenital methemoglobinemia was considered, but 
ascorbic acid, 500 mg. daily by mouth for seven days, failed to 
change the level of abnormal hemoglobin. 

In November, 1950, the patient was again admitted to the 
hospital with considerable cyanosis. When the blood was ex- 
amined spectrophot trically, 15% of the hemoglobin was 
found to be in an abnormal form. The addition of cyanide did not 
affect the pigment, indicating that it was sulfhemoglobin. The 
level of sulfhemoglobin did not change over a 15 day period of 
hospitalization. Conversation with relatives disclosed that the pa- 
tient habitually took “Dr. Miles anti-pain pills” (2.0 grains [0.13 
gm.| of acetanilid, tincture of capsicum, and caffeine [unspeci- 
fied amount] in each tablet), often as many as 30 a day. When 
confronted with this evidence, the patient admitted (reluctantly 
at first) ingestion of this medication over a period of 50 years, 
stating that it “settled her nerves and relieved abdominal pain.” 
She would not admit taking the pills in the amounts described by 
her relatives, claiming that four or five a day was her maximum 
intake. There was no evidence of withdrawal symptoms during 
any of the time she spent in the hospital. Tests of hepatic func- 
tion, including serum albumin and globulin, sulfobromoph- 
thalein (bromsulphthalein®) retention, prothrombin time, thymol 
turbidity, and cephalin-cholesterol flocculation, were within nor- 
mal limits. The patient complained of mild, chronic constipa- 
tion, necessitating the use of a cathartic once or twice a week 
over a period of several years. 


COMMENT 
In most of the cases, the history of drug habituation 
was not obtained from the patient, illustrating the im- 
portance of using accessory sources of information such 
as the friends or relatives. Whether chronic acetanilid use 
represents habituation or true addiction has not been 
settled.'"* No definite withdrawal symptoms were noted 
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in any of the patients in this series, suggesting that psy- 
chic dependence was present rather than true addiction. 
Acetanilid appears to be the substance responsible for 
the many cases reported in the older literature of habitual 
use of various headache remedies, including bromo- 
seltzer.” The fact that bromo-seltzer® is easily obtainable 
is probably the reason for the high percentage of habitual 
users of this compound found in our series. Acetanilid is 
undoubtedly also the substance responsible for sulfhemo- 
globin production in our patients. We have never seen 
sulfhemoglobinemia in sodium bromide or triple bromide 
intoxication. 

Judging from the numerous reports in the older liter- 
ature,’ anemia frequently occurs in patients with chronic 
acetanilid poisoning. The pathogenesis of anemia is un- 
known. It is often said to be macrocytic, on the basis of 
the color index or mean corpuscular hemoglobin. Gross 
suggests that this may be caused by falsely high hemo- 
globin estimations in the colorimetric methods because 
of interference by the color of sulfhemoglobin.* Anemia, 
supposedly macrocytic, was present in the patient in case 
6; it was not seen in any of the other patients in the series. 
Hepatosplenomegaly is occasionally mentioned in re- 
ports of chronic acetanilid poisoning.’ The pathogenesis 
is obscure, and the findings in the few patients who came 
to necropsy were nonspecific. Enlargement of the liver 
and spleen was noted in only one patient in this group. 
The degree of enlargement was not marked; it did not 
progress over a period of years; and there was no labora- 
tory evidence of impaired liver function. 


SUMMARY 

The case histories of six patients seen over a two year 
period are discussed, illustrating the following points. 
Acetanilid habituation still occurs. It will seldom be dis- 
covered unless sources of information other than the 
patient’s history are employed. Habitual usage appears 
to result from psychic dependence rather than true addic- 
tion. Bromo-seltzer® is the medication usually involved. 
The bromide may produce toxic effects, but it does not 
appear to be responsible for the habituation or the sulf- 
hemoglobin formation. 

Sulfhemoglobinemia rather than methemoglobinemia 
is a common result of chronic acetanilid use and prob- 
ably accounts for the majority of cases of cyanosis re- 
ported following the ingestion of acetanilid containing 
compounds. Some unknown endogenous source of sulfur 
must be assumed to be present. It may be hydrogen 
sulfide, although constipation does not appear to be 
necessary for sulfhemoglobin production. Anemia and 
hepatosplenomegaly, both of unknown cause, may occur 
with chronic acetanilid poisoning. 

Since this article was prepared for publication, a large 
number of cases of sulfhemoglobinemia, collected over 
an 11 year period, have been described by Brandenburg 
and Smith.'’ Most of their patients took bromo-seltzer.* 


1200 North St. 


7. Gross.%* Payne.» Lundsteen.te Stewart.“ Herrick Irons.'« 
Barker.** 

8. Gross,’ p. 32. 

9. Strickland, C. Y.: A Case of Chronic Acetanilid Poisoning, Penn. 
M. J. 11:31, 1907. Gross.’* Stengel.’ Herrick and Irons.** Stengel and 
White. 

10. Brandenburg, R. O., and Smith, H. L.: Sulfhemoglobinemia: A 
Study of 62 Clinical Cases, Am. Heart J. 42: 582, 1951. 


149 


1542 ADRENAL ATROPHY—FRASER ET AL. 


CLINICAL NOTES 


ADRENAL ATROPHY AND IRREVERSIBLE 
SHOCK ASSOCIATED WITH CORTISONE 
THERAPY 


Charles G. Fraser, M.D. 
Fred §. Preuss, M.D. 
and 


Walter D. Bigford, M.D., Tucson, Ariz. 


Recent clinical observations and animal experiments ' 
have shown that prolonged administration of cortisone 
produces adrenal atrophy. According to the adaptation 
syndrome of Selye,* adrenal atrophy in turn may lessen 
the body’s ability to withstand trauma and stress. One 
might suspect that patients receiving cortisone would not 
normally withstand major surgery; yet every day patients 
are successfully undergoing surgery while regularly taking 
cortisone in both the preoperative and postoperative 
periods. 

We wish to present the record of a patient who, while 
receiving a prolonged course of cortisone therapy, under- 
went a major operation, cup arthroplasty of the hip, and 
died of immediate postoperative shock, in spite of nor- 
mally adequate, aggressive antishock therapy. Postmor- 
tem examination revealed marked bilateral adrenal 
atrophy and other conditions consistent with shock. 


REPORT OF A CASE 


A 34-year-old man had had rheumatoid arthritis for a period 
of seven years. Almost every joint of his body was involved, 
particularly the hips, where there was a marked flexion con- 
tracture. The patient had been receiving cortisone for eight 
months. He first received 1,200 mg. of cortisone over a period 
of 10 days and then 100 mg. three times weekly. For two 
months prior to the present examination the patient had been 
taking 25 mg. of cortisone twice a day. Because of the pain in 
the right hip and flexion deformity, a cup arthroplasty in the 
right hip was advised. 

Past History.—The patient had the usual childhood diseases, 
including smallpox, and had hay fever. Several episodes of mild 
skin petechiae were diagnosed as allergic purpura; the latest 
occurred after his use of cortisone. Bleeding, clotting, and pro- 
thrombin times were normal. The platelet count was normal. 

Physical Findings.—Physical examination revealed a chronic- 
ally ill-appearing, deformed man of 34 years, who was able to 
walk about in a stooped position with the use of crutches. He 
did not appear to be in acute pain. There was pronounced 
evidence of generalized rheumatoid arthritis. The heart and lungs 
were normal. 

Laboratory Data.—X-ray studies revealed an essentially nor- 
mal chest. The heart measured nearly 50% of the transverse 
diameter of the chest and was not enlarged in any one region. 
The red blood cell count was 4,220,000 and hemoglobin 13 gm. 


From the Veterans Administration Hospital. 

Reviewed in the Veterans Administration and published with the 
approval of the Chief Medical Director. The statements and conclusions 
published by the authors are the result of their own study and do not 
necessarily reflect the opinion or policy of the Veterans Administration. 

1. Antopol, W.: Experimental Observations with Massive Doses of 
Cortisone, Am. J. Path. 27: 705, 1951. Sokoloff, L.; Sharpe, J. T., and 
Kaufman, E. H.: The Effeet of ACTH and Cortisone on the Human 
Adrenal Gland, ibid. 27: 706, 1951. 

2. Selye, H.: The Physiology and Pathology of Exposure to Stress: 
A Treatise Based on the Concepts of the General-A 
and the Diseases of Adaptation, Montreal, Acta, Inc., 1950. 
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per 100 cc. Urinalysis disclosed no abnormalities. Serologic 
studies revealed nothing essentially abnormal. The white cell 
count was 11,000, with 72% neutrophils, 19% lymphocytes, 8% 
monocytes, | basophil, and no eosinophils. 


Course in the Hospital—tThe patient received cortisone up to 
the time of admission and two days later was taken to the 
operating room. Spinal anesthesia was employed, with tetra- 
caine (pontocaine“) hydrochloride supplemented with thiopental 
sodium. The blood pressure at the beginning of the operation 
was 140/80 and the pulse rate 72. A routine cup arthroplasty of 
the right hip was performed. During the course of surgery the 
patient received one blood transfusion. His blood pressure did 
not fall below 110/80 during the whole procedure. After the 
first unit of blood was given, the second was begun. After the 
patient received 50 cc. of the second transfusion some muscular 
twitchings were noted, so that transfusion was discontinued to 
guard against a transfusion reaction. During the course of the 


A, cross section of the entire adrenal gland, showing marked adrenal 
atrophy (x 10). B, cross section of a normal adrenal gland (x 10). 


surgery the patient never showed any real need for further sup- 
portive therapy. His blood pressure never went below 110/80 
and his pulse rate never higher than 80. The operation extended 
over a period of an hour and one-half. Almost immediately after 
being transferred from the operating table to the bed the patient 
began to show some fall in-blood pressure. The first postoperative 
blood pressure reading was 86/60, so that transfusion of another 
unit of blood was begun. In spite of rapid administration of 
500 cc. of blood, the blood pressure continued to decline. A total 
of 250 cc. of plasma was given without appreciable change. It 
was felt at this time that there was something peculiar about this 
patient’s reaction, because his estimated blood loss at surgery was 
not over 500 cc. and he had been given more than adequate 
replacement, but the blood pressure continued to decline. Five 
cubic centimeters of adrenal cortical extract was given on two 
occasions without benefit, and 500 cc. of plasma was given rapid- 
ly. In spite of this therapy, the blood pressure declined to about 
40 systolic and the pulse became almost imperceptible. Five 
ininims (0.3 cc.) of epinephrine was given intravenously without 
effect. Epinephrine was then given intracardially without effect. 
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Instead of showing the usual signs of vasomotor collapse and 
shock, the patient appeared somewhat flushed, his respirations 
were labored, and he appeared to have air hunger. His axillary 
temperature rose to 102 F. The patient lost consciousness and 
died three hours after surgery. 


Autopsy Findings—An autopsy was performed 21 hours 
after death. There was evidence of marked generalized rheuma- 
toid arthritis. The operative area revealed a moderate amount of 
hemorrhage, which did not exceed that usually associated with 
this type of operation. There were multiple small parenchy- 
matous hemorrhages in the lungs and a small subendocardial 
hematoma in the left ventricular aspect of the interventricular 
septum. All abdominal viscera were severely congested. The 
most striking observation was pronounced atrophy of both 
adrenals (see the accompanying figure). 

Microscopic Observations.—Microscopic examination of the 
tissue confirmed the gross findings. The three layers of the 
adrenal cortex were still identifiable, but each was markedly 
reduced in width. The cortical cells revealed no appreciable 
changes. The medulla was likewise atrophic. There were also a 
few petechiae in the brain parenchyma. The kidneys showed no 
evidence of a transfusion reaction. Negative sudan IV stains of 
brain, lungs, and kidneys ruled out fat embolism. 


COMMENT 
This case is reported to add a note of warning in the 
immediate preoperative use of cortisone. Experience 
alone will tell how often this unfortunate outcome will be 
repeated. If so, appropriate preventive measures will be 
necessary. They may consist of a period of rest from 
cortisone therapy, or a period of adrenal stimulation with 
the use of corticotropin (ACTH), or possibly even the 
use of larger doses of cortisone through the surgical 
period. 
SUMMARY 
A patient who underwent major surgery after receiv- 
ing cortisone for a period of eight months died of imme- 
diate postoperative shock, in spite of normally adequate 
therapy. Postmortem examination showed marked bi- 
lateral adrenal atrophy, suggesting adrenal insufficiency. 
Judicious use of cortisone in patients about to undergo 
surgery is cautioned, to prevent adrenal insufficiency. 


PERITONEAL CARCINOMATOSIS FORTY-ONE 
YEARS AFTER RADICAL MASTECTOMY 


James C. Doyle, M.D., Beverly Hills, Calif. 
and 


George J. Hummer, M.D., Santa Monica, Calif. 


The case reported is that of a woman in whom a radical 
mastectomy had been done at the age of 34 and who 
died of generalized peritoneal carcinomatosis at the age 
of 75. The carcinoma of the peritoneum was histolog- 
ically typical of grade 2+ adenocarcinoma of the breast, 
while other primary carcinomas were not found. Four 
months prior to death the patient’s only complaints were 
those related to procidentia, which possibly was due to 
the presence of ascitic fluid secondary to the carcino- 
matosis. 


From the Departments of Gynecology and Pathology, Saint John’s 
Hospital; Assistant Clinical Professor of Gynecology, University of 
Southern California (Dr. Doyle); Associate Clinical Professor of Pathology, 
University of California at Los Angeles (Dr. Hummer). 
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REPORT OF CASE 


A white widow aged 75 was first seen Aug. 8, 1947. Her com- 
plaints were that she had “a growth” in the uterus, a feeling of 
“weight in the pelvis,” urinary symptoms of frequency, noc- 
turia, and dysuria, and protrusion of a mass from the vagina. 
The protrusion had been noted for years, and she had found it 
frequently necessary “to push the mass up” in order to urinate. 

The patient’s mother had died of cancer and her father of 
pulmonary tuberculosis. She had had two pregnancies, but both 
had terminated in early miscarriage. The menses had ceased at 
the age of 50. Her left breast had been removed in 1906 at the 
age of 34. She was not certain of the reason, but thought she 
had had cancer. The patient said she weighed 130 Ib. (59 kg.) and 
that her weight had not varied in years. Elimination was re- 
ported as satisfactory with the aid of bran. She stated she did 
not have any abdominal pain, indigestion, or heartburn and 
had not noted any abdominal swelling. Her appetite had been 
poor recently. 


Fig. 1.—Malignant cells found in centrifuged ascitic fluid (tissue block: 
hematoxylin and eosin stain) (x 1,000). 


When the patient was examined, her weight was 130% Ib. 
(59.23 kg.). Her temperature was 98.2 F (36.8 C), pulse rate 
112, respirations 18, and blood pressure 140 systolic, 80 diastolic. 
The heart and lungs were within normal limits to auscultation 
and percussion, and the right breast was normal. The left breast 
and pectoral muscles had been removed radically. The abdomen 
was moderately distended and tympanitic, and a small umbilical 
hernia was noted with a slight tenderness in this area. The pelvic 
outlet was relaxed and the cervix was normal in appéarance. 
The uterus was completely prolapsed and irregular in outline, 
and cystocele and rectocele, both grade 3, were present. The 
urine contained an occasional pus cell and one to two red blood 
cells per high power field. The hemoglobin was 13.6 gm., 88% 
(Wintrobe). The erythrocyte count was 4,500,000, the color 
index 0.97, and the leukocyte count 8,000. 

On Aug. 12 the patient was hospitalized. A flat film of the 
abdomen demonstrated the presence of fluid. A vaginal hyster- 
ectomy, followed by anterior and posterior colporrhaphy with 
insertion of Kelly stitches, was done Aug. 14. When the peri- 
toneum was opened, about 2,000 cc. of blood-stained fluid 
escaped. The oviducts and ovaries seemed normal to palpation 
except for their adherence to the posterior surface of the broad 
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ligaments. Visualization was impossible. The uterus was enlarged 
and irregular in outline because of the presence of fibroids. The 
pelvic peritoneum was studded by scattered, discrete implants, 


Fig. 3.—Note gland reduplication pattern of adenocarcinoma metastatic 
tO peritoneum similar to mammary carcinoma (x 500). 


each approximately 2 to 3 mm. in diameter, but it was not 
possible to remove one for biopsy. Whole blood, 500 cc., was 
given during,surgery. The examination of the tissues removed 
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at surgery indicated chronic cervicitis and uterine leiomyomas, 
although there was no evidence, either gross or histological, of 
malignant change. 

The postoperative course was complicated the first few days 
by right-sided bronchopneumonia, possibly on the basis of a 
pulmonary infarct of the right lung. The patient left the hos- 
pital Aug. 30, the 15th postoperative day. During the next three 
months the patient had recurring episodes of ascites and para- 
centesis was required three times. The histological examination 
of centrifuged ascitic fluid on Oct. 7 indicated peritoneal adeno- 
carcinomatosis (fig. 1). The patient lost considerable weight and 
complained of anorexia, nausea, and progressive weakness. She 
was readmitted to the hospital Nov. 23 and died Dec. 9. During 
this period of hospitalization, treatment was palliative. 

The postmortem examination revealed generalized peritoneal 
carcinomatosis. The omentum had become a neoplastic mass, 
and the entire peritoneum, from the diaphragm to and includ- 
ing the pelvic peritoneum, was studded with dense collections 
of small and large neoplastic nodules. The ovaries had under- 
gone senile atrophy and were rather easily separated from the 
small neoplastic masses of tissue studding their serosal surfaces. 
Neither ovary was involved with primary neoplasia. The esopha- 
gus, the thyroid, the lungs, the entire gastrointestinal tract from 
the cardiac end of the stomach to the anus, the pancreatic 
parenchyma, the kidneys, the adrenal glands, the urinary tract, 
and the bladder were carefully inspected for evidence of metas- 
tasis of neoplasm or of primary neoplasm. None was found. 
The remaining breast was carefully examined by multiple, closely 
spaced incisions of the parenchyma, but no neoplasia was noted. 
The carcinoma of the peritoneum was typical of a grade 2+ 
adenocarcinoma of the breast, and there was fairly good re- 
duplication of breast acinar tissue in this peritoneal carcinoma 
(fig. 2 and 3). Other primary carcinomas were not found. 


COMMENT 

Unfortunately it has not been possible to trace the 
nature of the original tumor of the breast removed from 
this patient in 1906. The histological evidence points to 
adenocarcinoma of the breast as the primary neoplasm 
in this case. The clinical history suggests that ascites 
secondary to the peritoneal carcinomatosis had been 
sufficiently extensive to cause, in whole or in part, the 
uterine prolapse noted by the patient for a number of 
years. Four months before her death, however, she 
denied abdominal pain or swelling, although stating she 
was extremely uncomfortable. All physical observations 
at that time were within normal limits, with the exception 
of the pelvic and urinary symptoms incident to the 
uterine procidentia. Her weight had been unaltered for 
years, and her appetite had been good until about five 
months prior to her death. 

A search of the available literature reveals only one 
other case in which so long a time elapsed between dis- 
covery of the original lesion and the appearance of 
metastases. In that case, reported by Davidson and 
Ratcliffe,’ a bilateral mastectomy had been done in 1902. 
The diagnosis of cancer had been confirmed micro- 
scopically, although the original record and slides were 
not available. Early in 1942, and again in 1943, small 
masses in the region of the left sternomastoid muscle 
were removed. The patient died in 1945. At necropsy 
all evidence of metastases was limited to the thoracic 
cavity. The tissues from the neck and the thorax had con- 
siderable cytological resemblance to both the basal cell 
carcinoma of the skin and the intraductal carcinoma of 
the breast. 


1. Davidson, W. R., and Ratcliffe, A. W.: Metastatic Carcinoma After 
Forty Years, J. Indiana M. A. 39: 165 (April) 1946. ' 
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The survival of a patient 31 years after removal of a 
breast for cancer was reported by Steward in 1925.° The 
patient died within a few months after the recurrence of 
the lesion was noted. This consisted of three small, hard 
nodules beneath the skin of the chest near the mastectomy 
scar. There was suggestive evidence of a mediastinal 
growth. A necropsy is not mentioned, nor is there any 
indication that a microscopic examination was made of 
any of the suspicious lesions, or of the tissue removed 
at mastectomy. 

Kretzler’s * patient had a mastectomy for cancer in 
1902. A recurrence was first noticed in 1916, yet death 
from generalized metastases did not occur until 1926, 
24 years after the original mastectomy. Clinically, in 
1924, the metastases seemed to involve the other breast, 
the axilla, downward toward the navei, and up along the 
right side of the neck. The lung also had evidence of 
marked involvement. Necropsy was done, but the extent 
of the metastases is not given in the report. Tissue ob- 
tained at necropsy was classified histologically as adeno- 
carcinoma of the breast, but the site of this tissue is not 
given. Chilko and Quastler ‘ reviewed the literature on 
metastasis in cancer of the breast in 1942. The longest 
elapsed time between mastectomy and the recurrence of 
metastasis cited by them was 16 years. 

Metastasis confined to the peritoneum below the 
diaphragm is another feature reported infrequently. 
Willis,° in his study of the spread of tumors, published in 
1934, considered that long-delayed metastatic recur- 
rence is by no means infrequent, especially in mammary 
carcinoma. In none of the data included in his study, 
however, does he cite a case of metastasis confined to 
the peritoneum. 

Josephy ° records a 23 year survival after mastectomy 
for cancer. The operation was done in 1927. Two years 
later there was metastasis to the axilla, and 19 years after, 
metastasis to the opposite axilla (the opposite breast not 
being affected). In 1950, 23 years after the original 
mastectomy, the patient died. The abdominal cavity con- 
tained about 4 liters of fluid. There were metastases to 
the omentum, the mesentery, and the pelvic and dia- 
phragmatic peritoneum and also to the leptomeninges 
and the subarachnoid space. The lungs, stomach, in- 
testines, liver, gallbladder, spleen, pancreas, suprarenal 
glands, ovaries, uterus, urinary bladder, and brain were 
searched for evidence of primary tumor, but none was 
found. Microscopic examination revealed a diffuse car- 
cinomatous invasion by way of the lymphatics, with lit- 
tle tendency to form large nodes or masses. The cells 
were identical with those in the axillary lymph nodes 
removed in 1948. 

Woolsey * reported a case in which the breast had 
been removed for cancer in 1905. Sixteen years later the 
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patient was alive and well. In the intervening period a 
pelvic operation and a cholecystectomy had been done. 
At one time she complained of abdominal pain, gas, 
vomiting, loss of appetite, and headache; but a roent- 
genologic examination was normal, and her symptoms 
disappeared, so that suspicion of an abdominal metas- 
tasis was not confirmed. 
SUMMARY 

A case of carcinomatosis confined to the peritoneum 
41 years after radical mastectomy is reported. A brief 
search of the literature indicates that cases in which 
there is either the type of metastases or the long duration 
recorded here are infrequently reported. 
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PULMONARY RESECTION FOR METASTASIS 
FROM CARCINOMA OF THE LUNG 


REPORT OF A CASE 
Adrian Lambert, M.D., New York 


In a recent summary of the literature concerning pul- 
monary resection for metastatic malignant lesions, Seiler, 
Clagett, and McDonald ' found 68 cases recorded up to 
1950. In the 63 cases in which the type of the primary 
tumor was mentioned, the most frequently occurring 
types were carcinoma of the large bowel (11 cases), 
fibrosarcoma (9 cases), hypernephroma (8 cases), and 


Fig. 1.—Roentgenogram (posteroanterior view) taken one month before 
first lobectomy was done, showing tumor in the upper lobe of the left lung. 


carcinoma of the ovary (5 cases). In the entire series 
there were no cases reported of pulmonary resection for 
metastasis from the lung as the primary site of the tumor. 
The fact that this has not been done is not because of the 
rarity of this type of extension. Ochsner and DeBakey * 


Several illustrations have been omitted from THe JoURNAL and will 
appear in the author’s reprints. 
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2. Ochsner, A., and DeBakey, M.: Significance of Metastasis in Pri- 
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tasis, J. Thoracic Surg. 11: 357-387 (April) 1942. 


149 
32 


1546 CARCINOMA OF LUNG—LAMBERT 


list the lungs as the fourth commonest site of extension 
from primary carcinoma of the lung. In a summary of 
3,047 cases of Carcinoma of the lung collected from the 
literature in 1942, they found that lymph nodes were 
involved in 72.2%, the liver in 33.3%, pleura in 29.8%, 


Fig. 4.—Microscopic section of the primary tumor, showing typical 
columnar epithelium in glandular patiern, pale vacuolated cytoplasm, 
hyperchromatic nuclei, and mitotic figures in moderate numbers. 


and that metastases occurred in one or both lungs in 
23.3%. 

In addition to being the first instance of secondary 
removal of metastasis to the lung from a primary car- 
cinoma of the lung known to me, the following case is of 
interest in that the patient is still living and well five years 
and two months after removal of the metastasis and six 
years and five months after removal of the primary 
tumor. The possibility of a blood-borne metastasis was 
anticipated after careful pathological study of the dis- 
eased sections removed in the first operation, which may 
have contributed to the successful ultimate result. 


REPORT OF A CASE 


A 28-year-old woman was observed during routine roentgeno- 
graphic examination to have a large, circular, well-circumscribed 
shadow in the left upper lung lobe that extended down anterior- 
ly almost to the diaphragm (fig. 1 and 2). The only symptoms 


Fig. 6.—Section of one pulmonary vein, showing presence of malignant 
cells in the lumen, suggesting the possibility of subsequent bloodborne 
metastasis. 


she had were fatigue and a slight cough for three weeks before 
her admission to Roosevelt Hospital on Jan. 25, 1946. On 
. physical examination she appeared to be normal, except for a 
small amount of dullness on the anterior axillary line on the 
left side of her chest. Results of laboratory tests were as follows: 
hemoglobin, 9 be; white blood cell count, 10,300 per cu. mm., 
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with 57% polymorphonuclears and 43% lymphocytes; the urine 
had a specific gravity of 1.024, no albumin or sugar, and was 
normal On microscopic examination. 

The patient was operated on on Feb. 2, 1946, and was found 
to have a large adenocarcinoma (fig. 3 and 4) limited to the left 
upper lung lobe (fig. 5). The tumor was hard and was surrounded 
by a network of veins, which gave it the appearance of a 
Medusa’s head. The hilus of the upper lobe was free of tumor; 
several nodes present in the anterior hilus and mediastinum 
were removed for biopsy and were observed on frozen section to 
contain no cancer cells. A left upper lobectomy was done, the 
lower lobe completely reexpanding to fill the chest. The patient 
was allowed to go home on the 27th postoperative day, after an 
uneventful postoperative course. 

At the time of operation it was believed that the tumor had 
been completely excised, until the pathological report on the 
specimen was returned and showed one pulmonary vein to con- 
tain a small number of tumor cells (fig. 6). The patient was, 
therefore, followed closely for the possibility of blood-borne 
metastases. Three months later, a mass developed in her left 
thigh, and it was excised as a possible metastatic lesion; it turned 
out to be only fibrous tissue that was diagnosed pathologically 
as a benign fibroma. 


Fig. 7.—Roentgenogram (posteroanterior view) of chest taken 14 months 
after left upper lobectomy for primary tumor, showing (arrow) metastatic 
lesion, 1 cm. in diameter, in upper lobe of the right lung. 


The patient remained free of symptoms until one year from 
her first operation, at which time she developed a slight non- 
productive cough. She felt well and had lost no weight. A roent- 
genogram made at this time showed a small, nodular, discrete 
shadow about one-half centimeter in diameter in the upper lobe 
of the right lung. It had the appearance of a metastatic nodule 
and in subsequent roentgenographic examination it was observed 
to have enlarged slightly (fig. 7 and 8). A diagnosis of metastatic 
carcinoma was made, and the patient was brought into Roosevelt 
Hospital for an exploratory operation 14% months after her 


: first lobectomy. At operation, a right upper lobectomy was done 


for a metastatic tumor in the upper lobe of the right lung (fig. 9), 
which on microscopic examination was seen to consist of the 
same type of tissue as the primary growth. The glands were 
atypical, columnar in type, and arranged in multiple layers. The 
nuclei were fairly uniform in size and rich in chromatin, with 
about one mitotic figure per high power field (fig. i0). The 
regional lymph nodes removed before lobectomy showed no 
malignancy. 

Following the operation, the patient had an uneventful re- 
covery and was allowed to go home on the 14th postoperative 
day. Since that time she has been well, and, except for an oc- 
casional slight cough due to a cold, she has been free of symp- 
toms. At no time has she been conscious of getting out of 
breath. A recent roentgenogram showed no evidence of further 
metastasis (fig. 11). It is now six years and five months since 
her first operation and five years and two months since her 
second. 
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COMMENT 
Isolated cases * of removal of solitary metastatic 
nodules in the lung have been reported in the literature 
since the first case was reported by Divis in 1927.' It was 
not until Churchill ° reported a nine year follow-up after 
removal of a single metastatic lesion that it became evi- 


Fig. 10.—Microscopic section of secondary tumor, showing identical 
type of glandular epithelium as present 15 months earlier in primary 
tumor. 


dent that prognosis was not rendered hopeless by the 
presence of pulmonary metastatic carcinoma. Since that 
time, Alexander," Blades,’ Clagett,' and others have 
added case reports to the literature, the opinion now 
being that removal of a solitary malignant metastatic 
lesion in the lung is indicated after adequate removal of 
the primary tumor in patients in which there is no evi- 
dence of further metastasis. In the present patient the 
primary tumor was removed before any symptoms had 


Fig. 11.—Roentgenogram (posteroanterior view) taken five years and 
three months after the original lobectomy and four years and one month 
after removal of the metastatic lesion, showing no further evidence of 
recurrence of carcinoma. 


occurred, and yet it had already undergone early micro- 
scopic metastasis via the blood stream, as so frequently 
occurs in adenocarcinoma. 

As early as 1903, Schmidt * noted how frequently 
cancer cells.occur within the pulmonary vessels in pri- 
mary carcinoma of the lung. In 1931, Fried ° concluded 
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that this is the essential manner of dissemination in 
bronchogenic carcinoma, because the condition is invari- 
ably present. This was corroborated by Boyd,'’ who 
noted blood vessel invasion in all patients in whom distal 
metastasis had occurred. Later, Koletsky '' concluded 
that the adenocarcinoma type was more likely to metasta- 
size by way of the blood stream and produce widely dis- 
tributed metastatic lesions than the other types. In 1941, 
Gebauer '* corroborated this conclusion in a series of 
158 cases. 

It is interesting to speculate on the method of exten- 
sion. In the present case, the cancer cells may have trav- 
elled from the pulmonary vein through the left auricle and 
ventricle to the right lung by way of the bronchial artery, 
or they may have reached the lung by way of the pul- 
monary artery after traversing the general circulation. A 
third possible route for hematogenous metastasis is from 
the left pulmonary vein through the left auricle to the 
right pulmonary vein and into the other lung. This would 
depend on a tidal type of flow in the pulmonary vein, 
which might occur in the presence of an open chest. The 
route of spread can not be proved, but it is of significance 
in the evaluation of early metastasis. 

In the present case, absence of lymph node involve- 
nent in the several glands removed from the mediastinum 
and the complete gross containment of the tumor in the 
upper lobe at the first operation were considered indi- 
cations for lobectomy rather than pneumonectomy. This 
decision enabled further resection of the lung for meta- 
static involvement of the other side without making the 
patient a respiratory cripple. It is felt, therefore, that 
lobectomy is the operative method of choice in certain 
selected cases, such as this one, in which the patient’s 
tumor was localized and was of the type that metastasizes 
first through the blood stream. 


SUMMARY 


A case of the removal by lobectomy of an adenocarci- 
noma of the upper lobe of the left lung and of a solitary 
metastasis to the right lung occurring 142 months later 
is reported. The patient is still living and well six years 
and five months after the first lobectomy and five years 
and two months after the second lobectomy for the 
metastatic lesion. 
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ADENOMATOUS APPENDICULAR POLYPS 


P.C. Martineau, M.D. 
G. J. Coloviras, M.D. 
and 


S.M. Wallace, M.D., Detroit 


Adenomatous appendicular polyps are rare. White and 
Ellis ' collected a total of 21 cases from the literature in 


1945 and added a single case of their own. In 1948 
Brewer and Marcus * described a patient in whom the 
polyp had caused an intussusception of the appendix. 
They were able to gather four other similar cases from 
older literature, prior to 1923. Numerous workers * have 
suggested that these polyps are precancerous lesions with 
potentialities similar to those of adenomatous polyps of 
the colon. Uihleinand McDonald “ reported cases studied 
photomicrographically showing “an adenomatous polyp” 
containing “regions of malignancy characterized by larger 
deeper-staining nuclei.” They prefer to call tumors with 
anaplastic areas of that type “papillary adenocarcinoma 


Fig. 1.—Longitudinal section of the appendix to the tip, showing 
multiple small microscopic polyps (hematoxylin and eosin, % 10). 


grade I.” In another paper Woodruff and McDonald ‘ de- 
scribed a role that adenocarcinoma grade 1 of the appen- 
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dix may play in the formation of a mucocele and of 
pseudomyxoma peritonei. We wish to report a case of 
multiple adenomatous polyps of the appendix compli- 
cated by acute appendicitis. According to Collins’ review 
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Fig. 2.—Photomicrograph of a small portion of the largest polyp, show- 
ing well-differentiated mucus-producing columnar cells and many poly- 
morphonuclears ( 250). 


of cases,” adenomatous polyps of the appendix are usually 
single but may be multiple. They are usually found in the 
age group between 6 and 40 years. The majority of polyps 
are small, measuring from about 0.5 to 3.0 cm. in length. 
The polyps are usually found in the middle third of the 
appendix. Over half of the reported cases were compli- 
cated by appendicitis. A few cases have been associated 
with moderate hemorrhage into the intestinal tract. 


REPORT OF A CASE 


A 41-year-old white foundry foreman was admitted to Herman 
Kiefer Hospital on Sept. 17, 1951, with far-advanced tuber- 
culosis and silicosis. While being treated with streptomycin, 
paraaminosalicylic acid, and bed rest for his tuberculosis, on 
Dec. 4, 1951, he suddenly experienced abdominal pain. The dis- 
comfort was generalized at first but became localized in the right 
lower abdominal quadrant within 24 hours. The pain was cramp- 
like, and there was tenderness on palpation over the appendix. 
Some rebound tenderness was also noted in the right lower 
quadrant. The patient’s appetite was unimpaired, and he had had 
three bowel movements since the onset of his abdominal pain. 
The patient had a temperature of 101 F and a pulse rate of 120. 
The leukocyte count was 15,400, with a differential count of 
89% polymorphonuclear neutrophils, 6% lymphocytes, 3% 
monocytes, and 2% eosinophils. 

There was no history of previous attacks similar to the present 
illness. An appendectomy was done on Dec. 5. The subserosal 
vessels were congested. There was a small amount of free fluid 
about the appendix. On culture this proved to be sterile. No 
masses were noted in the cecum or immediately adjacent ileum. 
The rest of the abdominal cavity was not explored. The patient’s 
postoperative course was uneventful. At the time of writing the 
patient was continuing treatment for tuberculosis. 
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Gross Description.—The appendix measured 6 by | cm. The 
serosal vessels were moderately injected, but no exudate was 
visible on the serosa. On cut section the appendiceal wall was 
seen to be thickened, white, and firm. The lumen was small and 
stellate. At a point near the middle of the appendix there was a 
small polypous mass projecting into the lumen. This mass meas- 
ured about 8 mm. in its greatest dimension. Its surface was finely 
granular. Multiple smaller polypous masses projecting into the 
lumen were seen out toward the tip. 

Microscopic Findings —A_ cross section of the appendix 
through the polyp showed a papillomatous arrangement of tall 
columnar mucus-secreting cells. The cells were arranged in 
single row about a central fibrous stroma with a delicate, branch- 
ing, fern-like structure. The nuclei of the cells were well oriented 
at the base of the cell. No bizarre hypochromatic nuclei were 
found, and no mitotic figures were seen. Numerous crypts were 
formed in the polyp. The appendiceal lumen also contained many 
polymorphonuclear neutrophils and necrotic debris. There was 
ulceration of the mucosa and widespread infiltration of the sub- 
mucosa and subserosa with acutely inflammatory cells. No 
epithelial infiltrations of the appendiceal wall were found. The 
polyp did not completely occlude the lumen at any point. A 
longitudinal section of the distal 2 cm. of the appendix showed 
multiple small hyperplastic areas of redundant mucosa forming 
microscopic polyps with broad bases. 


COMMENT 


The structure of the polyp present in our case was 
similar to that shown in photomicrographs of many pre- 
viously reported cases. We agree with those authors who 
believe that this tumor should be regarded as similar in 
malignant potentialities to adenomatous polyps of the 
colon. We also feel that obstruction of the lumen of the 
appendix was an important factor in inducing acute in- 
flammation in this case. 
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LONGEVITY WITH COMPLETE ATRIOVEN- 
TRICULAR BLOCK 


Julien E. Benjamin, M.D., Cincinnati 
and 


Paul D. White, M.D., Boston 


Two case reports of patients known to have complete 
heart block for 35 years are presented for the purpose 
of adding to the literature further information on the 
important ¢spect of prognosis in this disease of ihe heart. 
Atrioventricular block has always been an important 
clinical problem in itself and also in indicating the ex- 
istence of serious disease or toxic states. Occasionally, 
however, and possibly more often than is generally ap- 
preciated, etiological factors may influence strikingly the 
course of this disease. 


REPORT OF CASES 


Case 1.—Miss L. W., aged 57, a white registered nurse, was 
known to one of us (J. E. B.) for 35 years. In 1910, when she 
was hospitalized for a minor surgical procedure, it was noted 
that she had a “slow pulse.” The patient’s mother told her that 
when she was very young the family doctor had observed her 
unusually slow pulse rate. She had a remarkably healthy child- 
hood and had engaged in all the games characteristic of her play 
group. Her development was in every way normal. She had had 
no serious illness at any time and no major Operations. She 
entered nurses’ training school (Cincinnati General Hospital) at 
the age of 19 and passed the entrance physical examination but 


Dr. Jen Schwarz performed the autopsy reported in case 1 of this 
article. 
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again was informed of her slow heart rate. Her first electro- 
cardiogram, a pioneer record in the Middle West, taken in 1916 
when she was 23 years oid, showed compleie heart block (fig. 1). 
During the training period her schedule was strenuous, involving 
12 hour shifts of day and night duties, alternating every 3 or 4 
months. After graduating she was assigned, in a supervisory 


Fig. 1.—Electrocardiogram of patient L. W., taken in 1916, showing 
complete atrioventricular block, with atrial rate of 80 to 85 and ven- 
tricular rate of 40 beats per minute (except at the time of ventricular 
bigeminy). 


capacity, to medical wards, and her work was exacting and 
strenuous. She rarely lost time due to intercurrent minor ill- 
nesses. She continued in this role for 15 years. In the tollowing 
years she either worked as a private duty nurse or did nursing 
in the outpatient dispensary. During the past five years she 
worked daily in one of the nurses’ dormitories supervising 
several activities. Her health remained astoundingly well, It is 
noteworthy that at no time in the years she was under ob- 
servation did she have any complaints referable to her heart or 
circulation. She was a very stable person. 


Fig. 2.—Electrocardiogram of patient L. W., taken Sept. 20, 1950, 
showing complete atrioventricular dissociation, with atrial rate of 60 and 
ventricular rate of 30 beats per minute. The atrial beats came at irregular 
intervals, whereas the ventricular beats came at regular intervals. 


In February, 1948, the patient was examined because of a 
sense of exhaustion, residual from a recent upper respiratory 
tract infection, and it was noted that the pulse was irregular and 
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rapid. An electrocardiogram later revealed unmistakable atrial 
flutter and high-grade atrioventricular block. The patient had 
no complaints referable to her heart. The atrial flutter subsided 
in a few days with digitalis and quinidine therapy and rest in bed. 
It is doubtful whether medication influenced this disturbance 
in rhythm. There was no recurrence, and her circulation was 
not disturbed by this episode. Evidence of atrioventricular block 
was again apparent and remained so. She continued her daily 
activities and worked eight hours each day with no discomfort. 

In a recent physical examination, the patient was about 20 Ib. 
(9.1 kg.) overweight, in good health, and of a genial nature. She 
had no physical complaints. The optic fundi showed grade 1 
changes in the vessels and the peripheral vessels were soft; the 
veins showed no gross changes. A roentgenographic examination 
indicated the heart was generally somewhat enlarged. There were 
no abnormal pulsations. The neck vessels were essentially nor- 
mal. The heart rate was 32 beats per minute at the apex, changing 
little on exercise, and there was no pulse deficit. The sounds 
were clear and sharp, with A.» considerably louder than P.. A 
grade 3 rough systolic murmur was heard over the entire pre- 
cordium; it was louder at the apex, was not transmitted to 
the axilla, and was heard distinctly between the scapulas. The 
blood pressure was 180 mm. Hg systolic and 65 mm. Hg diastolic; 
this had varied only slightly in many years. Capillary pulsations 
were easily demonstrable. A third heart sound was frequently 
audible. In fluoroscopic examination, a sclerotic aortic valve 
was vaguely discernible and the dissociated rhythm of the 
chambers that could be observed occasionally was impressive. 
The lungs were normal. The circulation time (arm to tongue) was 
32 seconds. The venous pressure was 2! mm. of water at the 
level of the right atrium. The vital capacity was 69% of normal. 
The last electrocardiogram made before the patient died is shown 
in figure 2 and is exactly as the record had been for many years, 
except for the electrocardiogram made in February, 1948. Ab- 
dominal, pelvic, and neurological examinations were unreveal- 
ing. The results of urinalysis and hematological tests were within 
normal ranges. 

On May 10, 1951, the patient experienced a sudden attack of 
dyspnea (while at rest), which persisted in varying degrees up 
to the time of her death. There were no other signs of heart 
failure; however, the venous pressure was 280 mm. of water 
and the circulation time was 30 seconds (dehydrocholic acid 
[decholin®] method). The brachial arterial pressure was 140/60 
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Fig. 3.—Heart of patient L. W., showing the strikingly diminutive size 
of the left atrial appendage (arrow), which is apparently a vestige. A 
developmental abnormality was also noted in the left circumflex coronary 
artery. 


mm. Hg. The cardiac rate was 40 beats per minute. An electro- 
cardiogram revealed an atrial flutter, with 7 or 8 to 1 heart block, 
the ventricular rate varying from 40 to 50 beats per minute. The 
patient was given 24 grains (1.55 gm.) of quinidine sulfate during 
the ensuing 24 hours, with return of the previous complete heart 
block and disappearance of the flutter. On May 11, 1951, several 
hours after quinidine therapy was discontinued, the patient had 
a generalized convulsion, following which she became extremely 
dyspneic and cyanotic. During the seizure the pulse could not be 
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felt, but a few moments after her return to consciousness the 
former slow sate returned and there was no notable change in 
her general condition (Adams-Stokes attack [?]). Five hours 
later, a syncopal attack occurred, which lasted long enough for 
an emergency electrocardiogram to be taken, revealing ventricu- 
lar tachycardia, which vanished with the patient’s return to 
consciousness. For the ensuing eight hours cyanosis and orthop- 
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Fig. 4.—Electrocardiogram (reading from top to bottom, leads I, II, 
and III) of patient C. A., taken Nov. 13, 1916, showing complete atrio- 
ventricular dissociation, with otherwise normal complexes. The atrial 
rate is 120 and the ventricular rate 55 beats per minute. This record was 
taken while the patient was thyrotoxic. 


nea persisted, although the patient was receiving oxygen by a 
nasal catheter. Diuretics produced no effect, although adminis- 
tered early in the illness. This was also true of other medica- 
ments. The patient stopped breathing suddenly 36 heurs after 
the onset of the final illness. 

Autopsy Report.—The conditions observed in the cardio- 
vascular system, the only pertinent ones disclosed, are the only 
Ones reported here. 

On opening the chest, approximately 600 cc. of a clear straw- 
colored fluid was found within each pleural cavity. The pleural 
surfaces were smooth and glistening. The lungs were expanded 
and light blue in color. The pericardial sac was opened and was 
observed to contain approximately 25 cc. of a straw-colored 
fluid. The heart was enlarged. The first portion of the ascending 
aorta appeared slightly dilated (aneurysmal), and the wall was 
calcified. The diaphragm on the right rose to approximately the 
fifth rib and on the left to the fifth interspace. The heart weighed 
590 gm. and had the following measurements: 


Circumference of trieuspid ring............. 11.5 em. 
Circumference of pulmonie ring............ 6.5 em, 
Circumference of mitral ring............... 10°) em. 
Circumference of aortie ring............... 6.5 em. 
Thickness of right ventricular wall........ 3 to 7mm, 
Thickness of left ventricular wall.......... 9 to 15 mm, 


The epicardial surface was smooth and glistening. A small 
amount of subepicardial fat was present over the coronary 
arteries. The heart was opened in the usual manner, and all 
valves appeared to be both anatomically and functionally com- 
petent. There was an increase in the amount of atheromatous 
material in the aortic cusp. The first portion of the aorta showed 
calcification of the wall and moderate dilatation. All chambers 
were dilated and hypertrophied. Examination of the left atrium 
revealed the presence of a yellow calcific material, measuring 
approximately 15 mm. in its greatest diameter, in an area that 
usually contains the remnants of the foramen ovale. No foramen 
ovale remnant was visible. Leading into a small left atrial ap- 
pendage was a narrow orifice measuring approximately 8 mm. 
in diameter, which had subendocardial suffusion; no mural 
thrombi were noted. The walls and papillary muscles were 
strikingly hypertrophied. The chordae tendineae showed no re- 
markable changes. Examination of the coronary arteries revealed 
a slit-like opening for the ostium of the left coronary artery; an 
extremely small left circumflex artery was found. The right and 
left anterior descending coronary arteries were patent through- 
out and showed marked sclerosis of their walls. The myocardium 
was not sectioned because of further study to be made. 

The wall of the aorta was thickened and had poor elasticity. 
There was dilatation of the first portion of the ascending aorta; 
the remainder, however, showed no aneurysmal dilatation. On 
opening the aorta, the intima was seen to be yellow in color. 
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Scattered atheromatous plaques were seen, many of which were 
calcified, and were most prominent in the abdominal aorta. No 
ulcerations or dissection was noted. The major branches were 
fully patent but sclerotic. 


The gross pathological diagnosis was as follows: 


1. Dilatation and hypertrophy of the heart (moderate). 
2. Generalized arteriosclerosis (severe). 

%. Ascending aortie aneurysin, arteriosclerotie in type. 

{. Diminutive left atrial appendage (fig. 3). 

» Greatly enlarged right atrial appendage. 

i. Vestige of left circumflex coronary artery. 


15 mm. area of calcification of interatrial septum, left 
atrial. 


s. Congestive failure, lungs and liver. 
Hydrothorax, bilateral. 
to, Severe pulmonary edema, bilateral. 


It should be noted that congenital abnormalities were present, 
namely, vestigial left atrial appendage and left circumflex coro- 
nary artery. The calcified plaque in the interatrial septum as 
well as the greatly enlarged right auricular appendage may also 
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Fig. 5.—Electrocardiogram of patient C. A., taken Dec. 1, 1950, show- 
ing complete atrioventricular block, with an atrial rate of 80 to 85 and 
a ventricular rate of 55 to 60 beats per minute. Except for the atrio- 
ventricular block there is no gross abnormality shown in the electro- 
cardiogram. The R waves in Vi, Ve, and V» are small but within the 
normal range. 


have been present at birth. The assumption that congenital heart 
block, mentioned in the body of this report, was the etiological 
factor could well be true. The task of sectioning the region of 
the bundle of His and its branches ts to be undertaken. 


Case 2.—Miss C. A., aged 58, a music teacher, has been 
known to one of us (P. D. W.) for 35 years. Her first electro- 
cardiogram was made in November, 1916, at the age of 24. A 
slow pulse rate (40 beats per minute) had been noted by her 
family physician 12 years previously, incident to routine exami- 
nation. She had had severe diphtheria at the age of 12 years. 
She has been observed annually during the past 35 years and 
has continued to be in good health, except for exhaustion and 
other symptoms of neurocirculatory asthenia and functional 
disturbances of the peripheral circulation. Recently there have 
been occasional spells of bradycardia, with the heart rate ranging 
between 30 and 39 beats per minute. 

The first electrocardiogram made in 1916 showed complete 
atrioventricular block with an atrial rate of 120 beats per 
minute and a ventricular rate of 55 (fig. 4). This record was 
made at the time she was taking thyroid in moderate dosage 
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because of an erroneous diagnosis of myxedema. This diagnosis 
had been made hastily on the basis of the slow heart rate alone, 
since the heart rate did not change normally in response to 
exercise. The patient was thyrotoxic at that time. The electro- 
cardiogram cleared up the mystery. There has been no change 
in the electrocardiogram since the first record, except for some 
slowing of both atrial and ventricular rates. When examined, 
the heart has always shown good sounds and forceful action, 
with a moderate (grade 3) systolic murmur over the entire pre- 
cordium, loudest at the left of the mid and lower sternum. 
Fluoroscopic examination has shown slight enlargement of the 
heart that has not changed over the years. 


On Dec. 1, 1950, on physical examination, the patient looked 
well. Her weight was 153 Ib. (69.4 kg.). The pulse rate was 
regular at 54 beats per minute. The blood pressure was 175 mm. 
Hg systolic and 90 mm. Hg diastolic. The feet and ankles were 
thick but not edematous. The heart showed good sounds; there 
was a grade 2 precordial systolic murmur. Fluoroscopic ex- 
amination showed a slightly enlarged heart, as before. The lungs 
were clear. In an orthodiagram the transverse diameter of the 
heart measured 11.3 cm. and the internal diameter of the thorax 
measured 20.8 cm. The shadow of the aorta was slightly dense. 
An electrocardiogram showed complete atrioventricular block, 
with an atrial rate of 85 and a ventricular rate of 55 beats per 
minute and normal T waves throughout the classical limb leads, 
the unipolar leads, and the six precordial leads (fig. 5). 

In June, 1952, Miss C. A. was observed to be in excellent 
health, 35’ years after her complete heart block was first dis- 
covered. 

COMMENT 

Complete atrioventricular block is an easily recog- 
nized cardiac arrhythmia and one well known to clin- 
icians; however, itis relatively rare, as was indicated in an 
electrocardiographic series of 10,000 cardiac patients 
studied at the Massachusetts General Hospital (1916 to 
1930).' Atrioventricular block was present in 641 pa- 
tients (6.4%). The block was complete in only 79 
(0.79% of the total series or 12% of the 641 patients). 
In most instances the etiological basis is not difficult to 
determine, coronary artery disease and rheumatic disease 
accounting for the great majority of cases. Unknown fac- 
tors apparently are responsible for a few. This type of 
disturbance of rhythm is only rarely discovered at the 
time of its origin, and its discovery usually occurs acci- 
dentally in the course of routine health examinations or 
during the study of some cardiac or noncardiac illness. 
It is known that atrioventricular block, even of highest 
grade, is compatible with good health and full activity for 
many years. This is particularly true in the case of pa- 
tients with congenital heart block who survive early child- 
hood, and it is highly probable that the patient in case 1 
falls in this category. On the other hand, it is recognized 
that heart block is usually more serious in older persons, 
in whom the disabling symptoms of the Morgagni- 
Adams-Stokes syndrome are likelier to occur. 

In the two cases reported here certain factors stand out 
prominently. The slow rhythm was present in each pa- 
tient for over 35 years. The defect in no way interfered 
with the patients having active, full lives. The etiology in 
each case remains unknown, unless diphtheritic infection 
in childhood in the second patient is presumed to be the 
cause. Following this assumption, the block must be as- 
sumed to have persisted for over 56 years without causing 
disabling symptoms. Similar reasoning may be applied 


1. White, P. D., and Sprague, H. B.: Electrocardiography of 10,000 
Patients at the Massachusetts General Hospital from 1914 to 1931, Kasan 
(U.S.S.R.) M. J. 27: 381, 1931. 
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in the case of the first patient. Here a slow pulse rate was 
detected during early childhood, but acute infectious 
diseases had been conspicuously absent. Apparently, in 
patients in whom complete heart block is not definitely 
related to diffuse myocardial injury and in whom attacks 
of syncope have not been a factor, the disease per se may 
persist for a much longer time than has been hitherto 
suspected, producing little or no disability. 


SUMMARY 

Two cases are reported of complete atrioventricular 
block lasting for 35 years or more in women in their late 
fifties, who continued in good health, free of any impor- 
tant symptoms, during that period. One patient died 
suddenly last year, and the pathological diagnosis of her 
condition is reported. The other patient continues to be 
well. These two cases illustrate the fact that such a dis- 
turbance of rhythm is compatible with long life and good 
health. 
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Ladd and Gross' defined duplications of the ali- 
mentary tract as “. . . spherical or elongated hollow 
structures, which possess a coat of smooth muscle, which 
are lined by a mucous membrane, and which are inti- 
mately attached to some portion of the alimentary tube.” 
The most comprehensive study of these lesions thus far 
published was made by those authors. 

These cysts have been given different names, such as 
“enterogenous cysts,” “enteric cysts,” “enterocystomas,” 
“inclusion cysts,” “ileum duplex,” “giant diverticula,” 
and “gastrogenous cysts.” None of these, however, is 
satisfactory enough to be used as a common designation 
for all these similar abnormalities of common embryo- 
logic derivation or developmental aberrations, regardless 
of location. The term, “duplications of the alimentary 
tract,” preferred by Ladd and Gross, seems to be the 
most satisfactory. 

Lesions of this type have been encountered in all 
levels of the digestive tract, from the base of the tongue 


From the Surgical Clinics of Dr. Iseu de Almeida e Silva, Hospital 
Geral da Santa Casa da Misericordia. 
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to the anus. Almost every level is represented by one or 
more cases in the series of 18 collected by Farber ® at 
the Boston Children’s Hospital. As reported in the liter- 
ature, the commonest site of occurrence is the small 
intestine. These duplications are found in relation to the 
terminal portion of the ileum more commonly than in 
any other part of the gastrointestinal tract. 


CASES DESCRIBED IN RECENT LITERATURE 


The first recorded case of duplication of the ali- 
mentary tract situated along the stomach was that of 
Ladd and Gross in 1940.* The second recorded case was 
one in which an enterocystoma of the stomach occurred 
in a 6-month-old child, and was reported by Ferraro in 
1942.‘ fhe third case, in which the lesion was called 
“reduplication of the stomach,” was reported by Mc- 
Cutchen in 1949.° The anomaly occurred in a man 27 
years old. In 1951, Hgyer and Andresen ° reported an 
anomaly of the stomach that never had been observed 
before: a communicating duct between the cardiac re- 
gion of the stomach and the duodenal bulb. Since this 
duct had two muscular coats and its lumen was lined 
with gastric mucosa, it constituted a hollow structure 
that could be considered a duplication of the stomach. 
The case we are presenting is, as far as we know, the 
fifth recorded case of gastric duplication. 


PATHOLOGICAL ASPECTS 

Adequate knowledge of the pathological aspects of 
these interesting lesions is essential to the surgeon who is 
called on for operative treatment. Duplications of the 
alimentary tract are replicas of, and are intimately at- 
tached to, some segment of the digestive tract. They 
share with this particular segment, at the area to which 
it is contiguous, the same smooth-muscle coat. At the 
free surface of such a process smooth muscle also can be 
found in its wall. The lining of these hollow structures is 
formed of mucosa or epithelium, similar to that of some 
portion of the stomach, small bowel, or colon. The dupli- 
cation is not, however, necessarily a perfect replica of 
that viscus to which it is contiguous. A duplication of 
the stomach, for instance, can have a lining similar to 
intestinal mucosa and vice versa. A cyst of the rectum 
may have gastric epithelial lining, and so forth. Vari- 
ations in the epithelial lining can be caused by pressure 
from entrapped, clear, colorless, mucoid fluid, secreted 
by the membrane of the cyst. This pressure may become 
sO great as to cause necrosis and sloughing of the epi- 
thelial lining, which would add blood to the fluid. Any 
communication between the cyst and the digestive tract, 
which is not usual, naturally would permit the passage 
of digestive contents into the cyst. 

As was particularly well evidenced in the case to be 
presented, it is of considerable practical surgical impor- 
tance to differentiate (1) duplications of the alimentary 
tract and (2) lymphatic mesenteric cysts. Cysts can be 
shelled out easily from the mesentery, without disturbing 
the neighboring segment of the gastrointestinal tract. 
When enterogenous cysts and duplications of the ali- 
mentary tract are encountered, however, there is, in 
general, no plane of cleavage into which the surgeon can 
dissect, in order to peel away the cyst fram the adjacent 
viscus. Any resolute attempt at such a maneuver would 
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result in cutting into and opening either the duplication 
or the contiguous viscus. 

Ladd and Gross ' presented a particularly illustrative 
photomicrograph of the wall of a duplication attached to 
that of its adjacent sister viscus. Between these two walls 
were shown the intermixed common smooth muscle 
coats, without any plane of cleavage between them. 

The size of the duplications varies according to loca- 
tion. The duplication reported by Ladd and Gross was 
characterized by colonic mucous membrane, and was 
situated at the base of the tongue; it was 1 cm. in di- 
ameter. Cysts situated along the duodenum or rectal wall 
may be encountered when they are still small, because 
the symptoms call attention to them early. Those situated 
along the stomach may attain a size equal to that of the 
stomach itself or even larger, as in our case. Those which 
occur along the small bowel may be very long, such as 
the one 38 cm. long (case 15 of Ladd and Gross '), but 
are not very wide. Those that develop along the sigmoid 
colon may be very large and yet cause relatively minor 
symptoms. In Weber and Dixon’s* unique case the 
duplication involved the entire large intestine. 


SYMPTOMS AND DIAGNOSIS 

The symptoms caused by duplications of the ali- 
mentary tract arise from (1) obstruction, which produces 
colicky pain, visible peristalsis, and vomiting; (2) dis- 
tention of the hollow structure, engendering a continuous 
sensation of fullness, made worse by the ingestion of food 
or actually producing pain; or (3) vascular obstruction, 
producing segmental infarcted areas along the alimentary 
tract, with consequent hemorrhage. When such dupli- 
cations become large enough, they are palpable and give 
the examiner the impression of a rounded, smooth, 
fairly renitent, cystic mass, which usually is movable and 
nontender when not too tense. 

Roentgenologic examination with contrast medium 
can be of considerable aid in the differential diagnosis of 
these structures. Roentgenograms of course cannot dis- 
close the histological nature of the mass, but they may 
permit the conclusion that the mass is intramural 
and extramucosal. The latter diagnosis was made by 
Schatzki * when he examined the roentgenograms in our 
case made by one of us (N. C.). 


TREATMENT 
In view of the pathological data previously mentioned 
regarding the absence of a plane of cleavage between the 
involved viscus and its duplication, the surgical treatment 


of choice in nearly all cases is radical, entailing removal. 


of the duplication and resection of its adjacent viscus, 
followed by immediate reestablishment of the continuity 
of the alimentary tube. Certain circumstances, however, 
depending on the size and location of the duplications, 
not to speak of the precarious condition of some patients, 
make this procedure too hazardous and out of propor- 
tion to the benignity of the lesions. This is especially 
true of lesions in the upper part of the gastrointgstinal 
tract. Radical removal of the duplication concomitantly 


with resection of the adjacent viscus is feasible when the ° 


lesion is in the small intestine (which is fortunately the 
commonest site) and when it is in the colon. In the case 
of gastric duplication reported by Ladd and Gross * and 
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in our own, radical resection would have entailed total 
gastrectomy followed by esophagojejunostomy. This 
would have been too formidable an operation. 

Under such circumstances, other forms of surgical 
treatment can be carried out, such as opening and 
emptying of the cyst, followed by marsupialization, with 
or without partial excision. The cavity can then be 
packed tightly with gauze, and injected with a sclerosing 
or necrotizing solution to destroy the epithelial mucous 
membrane that lines the cavity. 

Moreover, internal drainage such as is frequently ap- 
plied to cysts of the pancreas could be established. This 
technique was used successfully by Gardner and Hart,’ 
who established a communication between an enter- 
ogenous duodenal cyst and the contiguous duodenum. 
In cysts of larger size there would be the possibility of 
failure from inadequate drainage. With adequate knowl- 
edge of the pathological aspects of these structures, and 
in view of the supportive and other forms of therapy now 
availabie, the operative treatment of these lesions can be 
carried out with a low mortality rate and good long-range 
results. 

REPORT OF CASE 


A white woman, 33 years old, was admitted to our service on 
Jan. 5, 1951, where she was examined by one of us (V. B. C.). 
Six months prior to her admission, one morning before she had 
eaten, she had complained of severe epigastric pain. Subsequent 
ingestion of food had brought on repeated vomiting. Episodes of 
vomiting had occurred very frequently for the next 30 days. Her 
physician at that time had instituted parenteral alimentation. 
During the same period the patient had difficulty in bowel move- 
ments, which were accomplished only with the aid of enemas. 
Once there had been no bowel movement for a week, in spite of 
the use of laxatives. On one occasion during the month in ques- 
tion the patient had been unable to urinate for 24 hours. Catheter- 
ization finally relieved her of considerable distention of the 
urinary bladder. During the next 30 days she had felt much 
relieved, while taking medication prescribed by an attending 
physician. 

The patient then noticed a small, nontender epigastric mass, 
which she could mobilize freely. During the next four months 
this mass gradually increased in size, until it finally occupied the 
whole left upper abdominal quadrant, became painful, and was 
no longer movable. The vomiting recurred, but was not so 
frequent as previously; small, frequent, oral feedings were pos- 
sible. Once she vomited some black fluid-like material, which 
simulated coffee grounds. At the time of her admission, in ad- 
dition to severe, continuous pain in the left upper abdominal 
quadrant, necessitating the use of opiates for relief, the patient 
complained of a dull ache in the left lumbar region. 

As to pertinent data antedating the onset of the foregoing dis- 
tress, the patient remarked on the occurrence of cancer in three 
aunts. She also said that for eight years prior to the time we saw 
her she had had a lesion on her face, characterized by periods of 
recrudescence and regression, just before and during menstrual 
periods, respectively. About four years prior to her admission, 
the patient was said to have had a gastric ulcer. She said she 
had vomited blood, but*had been considered cured after follow- 
ing a medical regimen. Unfortunately the report of the roent- 
genologic examination of the stomach made at that time was not 
available. The patient also said that about two years previous to 
her visit she had had stones in the urinary bladder. 

Palpation disclosed a large, rounded, apparently smooth bulge 
in the whole left upper abdominal quadrant. This bulging dis- 
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cretely accompanied the respiratory excursions and pulsated iso- 
chronically with the radial pulse. There was evidence of beginning 
venous collateral circulation over the abdominal wall. 

This mass was globular, with definite delimitations and a 
smooth surface; it was of hardened consistency, only slightly 
movable, and very painful. The pulsation evidently was trans- 
mitted from the underlying aorta; there was no expansion as in 
aneurysms and no abnormal sounds. Percussion showed dullness 
over the whole surface of the large mass, except for a narrow, 
transverse, elongated strip of tympanicity, apparently referable 
to the transverse colon, between the area of dullness over the 
liver and the lower portion of the mass. 


Lupus erythematosus involved the skin of the face, over the 
sternum, and on the anterior aspects of both forearms. All other 
findings were normal except for chronic cervicitis found during 
routine pelvic examination. 

Results of urinalysis and a complete hemogram were normal. 
A few ova of Trichuris trichiura were found in the stools. Results 
of flocculation tests for syphilis were reported as doubtful. Values 
for blood urea and sugar were within normal limits. Roentgeno- 
grams of the thorax disclosed nothing abnormal. Cholecysto- 
grams were considered to indicate a normal gallbladder. Flat 
roentgenograms of the abdomen, however, showed a large mass 
occupying the left upper abdominal quadrant. The left kidney did 
not appear in these roentgenograms. The right kidney appeared 
to be normal. Excretory urograms showed both kidneys to be 
functioning normally. The left kidney was slightly enlarged, and 
its pelvis was not distended by the contrast medium. A roent- 
genogram made with the aid of a barium enema (fig. 14) showed 
the splenic flexure to be pushed downward by a large extrinsic 
mass of increased density, which occupied the left hypo- 
chondrium. A blastoma of the body or tail of the pancreas was 
suspected. Roentgenologic examination of the stomach (fig. 1B) 
revealed a voluminous extragastric tumor mass that pushed this 
viscus forward; the impression was that a large pancreatic cyst 
was responsible. Aureomycin was administered for 72 hours 
before the operation. 

On Jan. 17, with the patient under anesthesia with nitrous 
oxide, ether and oxygen, exploratory laparotomy was performed 
by one of us (J. C. B.), through a primary upper left rectus, 
muscle-splitting incision. There were no adhesions to the anterior 
parietal peritoneum. The stomach protruded anteriorly and the 
transverse colon was pushed downward by a mass situated behind 
the stomach. This mass was made accessible by sectioning of the 
gastrocolic omentum. A voluminous thick-walled cystic mass was 
found, firmly attached to the posterior surface and greater curva- 
ture of the stomach from the prepyloric region to the fundus. 
This mass was adherent to the anterior surface of the pancreas 
and duodenum and splenic pedicle and to the upper surface of 


Fig. 1.—A, splenic flexure of the colon pushed downward by a large 
extrinsic mass. B, lateral roentgenogram of the stomach, showing a 
voluminous extragastric mass pushing this viscus forward. 


the transverse mesocolon. The mass was freed from the body and 
head of the pancreas and duodenum and also from the mesocolon 
with relative ease. Attempts at freeing this mass from the tail of 
the pancreas and splenic pedicle caused severe hemorrhage from 
large veins; this was finally controlled after splenectomy. 
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The spleen was slightly enlarged. The cystic cavity was then 
opened anteriorly, and more than 2,000 cc. of clear, light yellow 
fluid of neutral reaction was aspirated. No communication with 
the stomach could be detected. At this point the walls of the cyst 
were completely free from neighboring structures except for the 
attachment to the posterior surface and greater curvature of the 
stomach, from which it could not be dissected free without 
cutting into it. This was avoided. 


Fragments from different portions of the anterior wall of the 


cyst were given to the pathologist (Dr. E. T. Torres) for diagnosis 
by means of frozen section. Moments after the cavity of the cyst 
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Fig. 2.—Fixed sections of fragments taken from a portion of the wall 
of the cystic mass, showing smooth-muscle fibers, fibrous connective tissue, 
and epithelial formations of small, atrophic, deep-staining epithelial cells. 


had been emptied, the walls contracted and became considerably 
thicker, measuring in certain portions about 12 mm. The cavity 
of the cyst then could accommodate only about 20 cc. of saline 
solution. The pathologist, Dr. Torres, found much fibrous tissue, 
intermixed with smooth-muscle fibers crossing in different direc- 
tions. 

An epithelial lining was searched for, but was not found at 
this time. Nevertheless, we realized that we were dealing with an 
exceedingly unusual lesion, namely, duplication of the stomach, 
and that to remove this lesion completely, total gastrectomy and 
esophagojejunostomy probably would be in order. We proceeded 
instead with a much less hazardous procedure, which consisted 
of partial hemispherical excision of the cyst, followed by its 
marsupialization to the anterior abdominal wall, after the lining 
had been painted with a 10% solution of formaldehyde. The 
cavity was then packed tightly with a long strip of iodoform 
gauze and the remaining portions of the incision were sutured 
with interrupted stitches of no. 0 and | chromic catgut in the 
peritoneum and fascia, respectively, with reinforcing cotton 
sutures in the fascia. 


The pathologist reported that the fluid contents of the cyst 
exhibited a positive (grade 4) Rivalta reaction, with a pH of 7. 
Microscopic examination of the fluid disclosed rare cells and 
numerous lymphocytes and erythrocytes. Multiple fixed sections 
were made from fragments taken from various portions of the 
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cyst. One of us (C. O.) finally detected epithelial formations 
(fig. 2), in addition to the involuntary muscle fibers and fibrous 
cennective tissue previously detected in the frozen sections. The 
greater portion of the lining of the cyst had been destroyed by 
the great pressure from the retained fluid. The glands found were 
formed of small, atrophic, deep-staining epithelial cells. The 
nature of the cyst was thus more completely authenticated. 
During the immediate 48 hours after the operaticn a state of 
sheck persisted in spite of repeated use of analeptic agents and 
administration of blood. The extremities were cold and the sys- 
telic blood pressure oscillated between 85 and 95 mm. Hg. At 
the end of this period the patient improved considerably. She 
was up and about on the 10th postoperative day. The immediate 
and persistent state of shock was interpreted as being caused not 
so much by the operation as by absorption of the formaldehyde 
that was used to destroy the epithelial lining of the cyst. This 
provoked an “alarm syndrome” such as that described by Selye.!” 


Fig. 3.—A, deep, narrow sinus tract at the site of marsupialization into 
which contrast medium was injected through a thin Nélaton catheter. B, 
the stomach, three months postoperatively, showing some deformity. The 
stomach, however, emptied normally. 


Since the patient lived far from the hospital and needed care- 
ful daily dressings, she was purposely kept in the hospital longer 
than would otherwise have been necessary. The packing was 
removed two days postoperatively. The patient was dismissed 
from the hospital seven and a half weeks postoperatively. She 
was then taking regular meals and was feeling well, although she 
still had a long, narrow sinus at the site of the marsupialization 
(fig. 34). This finally closed 30 days later. About three months 
later roentgenologic examination of the stomach (fig. 3B) showed 
some deformity but normal emptying. She had gained consider- 
ably in weight. At the time of this writing, 14 months post- 
operatively, the patient was feeling very well and complained 
only of occasional slight epigastric pain afier a heavy meal. 


COMMENT AND SUMMARY 


The authors describe the fifth case of duplication of 
the stomach recorded in the literature. The patient 
was a 33-year-old white woman who complained of 
severe epigastric pain and vomiting and who had a large 
tender mass occupying the whole left upper abdominal 
quadrant. Roentgenologic examination of the stomach 
showed a voluminous extrinsic mass dislocating this 
viscus anteriorly. A large duplication of the stomach 
containing more than 2,000 cc. of fluid was partially 
excised and marsupialized to the anterior abdominal 
wall. Sections from the wall of the cyst showed much 
fibrous tissue, smooth-muscle fibers, and an atrophic, 
partially destroyed epithelial lining. The patient, except 
for minor symptoms after heavy meals, was well 14 
months postoperatively. 

Rua Debret 23 (Dr. Barbosa). 

10. Selye, H.: The Physiology and Pathology of Exposure to Stress: 


A Treatise Based on the Concepts of the General y 
and the Diseases of Adaptation, Montreal, Canada, Acta, Inc., 1950. 
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URETERAL COMPRESSION DUE TO METAS- 
TASIS FROM CARCINOMA OF SIGMOID 


George R. Krause, M.D. 
and 


Mortimer Lubert, M.D., Cleveland 


Metastasis to retroperitoneal lymph nodes from car- 
cinoma of the sigmoid colon or rectum may compress 
and obstruct the ureters, especially the left one. Two 
recent articles ' mentioned this, but, unfortunately, there 
was not enough emphasis in either. One of the reports 
included cases with other sites of primary neoplasm; the 
other laid greatest stress on changes in position of the 
ureters that follow reperitonealization of the pelvic floor 
during an abdominoperineal resection of the rectum. 
Recent experiences have led us to believe that ureteral 
compression by metastasis from carcinoma of the sig- 
moid colon or rectum is of sufficient importance to 
deserve undivided attention. 

During the past five years we have seen five patients 
who have had at least one ureter compressed by lymph 
nodes containing tumor that was metastatic from a 
carcinoma of the distal colon. The primary tumor had 
been removed from four of these patients, but they had 
returned to their physicians with various complaints. All 
described vague abdominal distress and distention. Some 
had actual pain; others mentioned troublesome constipa- 
tion. None of the difficulties mentioned were referred to 
the urinary tract. 

The initial investigation requested by the clinician was 
usually confined to a roentgen study of the site of oper- 
ation, anticipating that a narrowing of the anastomosis. 
or a local recurrence might be found to explain the 
symptoms. In no instance did this study answer the prob- 
lem, even on repeated attempts. Studies of the upper 
gastrointestinal tract and the small intestine were often 
reGuested, but they did not reveal significant findings. 
After an intravenous urogram finally provided the an- 
swer in case 1, the other cases were evaluated correctly 
with less difficulty; this was done despite the fact that the 
clinician was frequently reluctant to consider study of the 
urinary tract as a possible solution of the problem. In 
the fifth case, routine investigation of the urinary tract 
prior to operation not only disclosed the presence of 
pressure on the left ureter but also enabled the surgeon 
to plan his procedure in advance and to accomplish his 
purpose more readily. 


REPORT OF CASES 


Case 1.—A 41-year-old white man was admitted to Mount 
Sinai Hospital on June 1, 1946, for résection of an adeno- 
carcinoma that was about 2 in. (5.08 cm.) above the peritoneal 
reflection. Lymph nodes felt in the mesosigmoid were removed 
with a large section of the mesentery; two deeper nodes were 
also removed. All contained metastatic tumor. Three months 
later, because of abdominal cramps and distension, a barium 
study of the colon was done. This did not reveal evidence of 
significant narrowing at the anastomosis, dilatation of the colon, 
or stasis, even when repeated three weeks later. 


From the Department of Radiology, Mount Sinai Hospital. 

1. Marshall, V. F., and Schnittman, M.: Iliac Lymphadenopathy as a 
Cause of Ureteral Obstruction, Surgery 23: 542-549, 1948. Spillane, 
R. J.; Kaiser, T. F., and Prather, G. C.:*Medial Deviation of the Ureters 
Complicating Carcinoma of the Rectum and Sigmoid, and Proctosig~ 
moidectomy, Surg., Gynec. & Obst. 93: 273-282, 1951. 
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Six months after surgery, the patient complained of con- 
stipation and severe, constant pain in the left lower quadrant. 
After a third normal barium enema, the medical consultant 
requested an intravenous urogram, which revealed no excretion 
of the dye by the left kidney. Ureteral catheterization (fig. 1) 
then demonstrated three points of obstruction in the left ureter. 


Fig. 1 (case 1).—The ureteral catheter met an obstruction at about 
10 cm. There are two more distinct, narrowed areas higher up (arrows). 
The small amount of dye in the kidney pelvis reveals hydronephrosis. At 
exploration, the ureter was encased in tumor tissue at the points of con- 
Striction. 


Fig. 2 (case 2).—A retrograde pyelogram done after an intravenous 
urogram revealed no excretion of dye by the left kidney. The right side 
was normal. The catheter was completely blocked at about 10 cm. on 
the left. Dye was extravasated when the catheter perforated the ureter. 


J.A.M.A., Aug. 23, 1952 


Because of the severe pain and demonstrable infection, a left 
nephrectomy and a ureterectomy were done. The ureter was en- 
cased in tumor tissue at points corresponding to the constrictions 
seen in figure 1. The patient died in another hospital, 10 months 
after the original colon resection. 


Case 2.—A 43-year-old white man was admitted to Mount 
Sinai Hospital on April 23, 1947, for resection of a carcinoma 
of the sigmoid, which was 1 in. (2.54 cm.) above the peritoneal 
reflection. A number of small nodes were present in the meso- 
sigmoid; microscopic examination did not reveal evidence of 
tumor. Fourteen months later he complained of persistent, but 
diffuse, abdominal distress. Barium studies of the colon and the 
upper gastrointestinal tract did not reveal any abnormality. Be- 
cause of our experience with case 1, we requested that an intra- 
venous urogram be done; this revealed that no dye was excreted 
by the left kidney. Subsequent ureteral catheterization revealed 


Fig. 3 (case 5).—An intravenous urogram done prior to resection of 
the sigmoid reveals a left hydronephrosis and hydroureter. The ureter is 
dilated down to the sacrum (arrows). The site of obstruction was con- 


med by ureteral catheterization. At surgery it was found to be caused 


by metastatic tumor compressing the ureter. 


a partial block of the left ureter at 10 cm., with dilatation of the 
urinary tract above it. Three months later (fig. 2) a catheter 
could not be passed up the left ureter beyond that point. Two 
months later (now 19 months after the original surgery) a hard 
mass could be palpated deep in the right lower quadrant. An 
intravenous urogram at this time revealed hydronephrosis and 
hydroureter on the right, with no dye excretion on the left. The 
patient died of uremia soon afterwards, 21 months after the 
colon resection. 


Case 3.—A 52-year-old white man was admitted to Mount 
Sinai Hospital on Jan. 8, 1948, for resection of a small, constrict: 
ing carcinoma of the sigmoid, 3 in. (7.62 cm.) above the peri- 
toneal reflection. Nodes could be palpated deep in the meso- 
sigmoid. Four of those removed were examined microscopically 
and found to contain tumor. 
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The patient remained in fairly good health for about 18 
months but then complained of pain in the left lower quadrant, 
which was aggravated by standing and more severe after a bowel 
movement. A barium enema did not reveal evidence of narrow- 
ing at the anastomosis. An intravenous urogram, done at our 
request, showed that no dye was excreted by the left kidney. The 
ureteral catheter encountered a complete block at 10 cm. Later, 
repeated barium studies were again reported as normal. 


Twenty-six months after the original resection, he was re- 
operated for intestinal obstruction. Exploration revealed many 
adhesions and tumor implants on the peritoneum. There were 
tumor masses at the root of the mesentery; the left ureter was 
encased in such a mass. The obstruction, largely due to the 
adhesions, was relieved, but the patient died at home, 30 months 
after the original resection. 


Case 4.—A 50-year-old white woman was admitted to Mount 
Sinai Hospital on Jan. 11, 1949, for resection of a carcinoma 
of the sigmoid 3 in. (7.62 cm.) above the peritoneal reflection. 
The mesosigmoid contained 17 lymph nodes; tumor was demon- 
strated in two of them on microscopic study. (Clearing tech- 
niques on the mesosigmoid were not done on any of these 
specimens.) In the ensuing months she complained only of 
fatigue and required mild laxatives. Later, because of pain and 
vague abdominal complaints, three barium studies of the colon 
and the small intestine were done; none revealed significant 
abnormalities. We suggested that an intravenous urogram be 
done, but none was ordered. 

Thirteen months after surgery, she became lethargic and 
vomited repeatedly. After catheterization revealed an empty 
bladder, ureteral catheters were inserted. A partial, but passable 
block was encountered on the left at 7 cm.; a complete block was 
found on the right at the same level. The blood nonprotein nitro- 
gen was 174 mg. per 100 cc. An indwelling catheter on the left 
side resulted in a temporary reduction in nitrogen retention, but 
she died of uremia 16 months after the sigmoid resection. 


Case 5.—A 62-year-old white woman was admitted to Mount 
Sinai Hospital on Oct. 13, 1951, for a resection of a carcinoma 
of the sigmoid. She complained of increasing constipation and 
vague abdominal distress; no symptoms were referable to the 
urinary tract. A routine intravenous urogram was done prior to 
surgery (fig. 3). The upper urinary tract was dilated; the point 
of obstruction appeared to be in the lower ureter, near the pelvic 
brim. A catheter passed beyond the point of obstruction and 
drained considerable pus and urine. The carcinoma was resected 
with the catheter in place. The left ureter, found to be com- 
pressed by a tumor mass, was dissected free, and as much as 
possible of the metastatic tumor in this region was removed. 
The immediate postoperative course was uneventful. 


COMMENT 


Studies of the lymphatic spread of carcinomas of the 
distal colon ° have been based largely on resected speci- 
mens. As a result, there has been a concentration of 
interest on the nodes in the mesocolon itself, with little, 
if any, stress laid on the relationship of the deeper nodes 
to the ureter. This is in contrast to similar studies of 
carcinoma of the cervix, in which the intimate relation- 
ship between the lymphatic drainage of the cervix and 
the ureters is emphasized and widely known. Indeed, 
because such spread is the usual occurrence in the 
natural (untreated) history of carcinoma of the cervix, 

2. Gilchrist, R. K., and David, V. C.: Lymphatic Spread of Carcinoma 
of the Rectum, Ann. Surg. 108: 621-642, 1938. Gilchrist, R. K., and 
David, V. C.: Consideration of Pathological Factors Influencing 5 Year 
Survival in Radical Resection of the Large Bowel and Rectum for Carci- 
noma, ibid. 126: 421-438, 1947. Coller, F. A.; Kay, E. B., and Mac- 
Intyre, R. S.: Regional Lymphatic Metastasis of Carcinoma of the Rectum, 
Surgery 8S: 294-311, 1940. Coller, F. A.; Kay, E. B., and MacIntyre, 


R. S.: Regional Lymphatic Metastases of Carcinoma of the Colon, Ann. 
Surg. 114: 56-67, 1941, 
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operations have been devised to remove these nodes as 
part of the primary treatment. 

Since the base of the mesocolon lies in intimate rela- 
tion with the lower part of the left ureter, enlarged lymph 
nodes in the root of this mesentery may encase or 
compress the ureter. Further metastasis of tumor to 
periureteric nodes may involve the ureter at a higher 
level. Spread to the other side is also possible (cases 2 
and 4). 


Compression of the ureter occurs gradually, because 
the tumor growth in these lymph nodes is slow, so that 
the absence of urologic symptoms is not surprising. Be- 
cause at first there is usually obstruction of the left ureter 
only, evidence of poor kidney function is not present. 
Unless infection supervenes, there will be no specific 
clinical or laboratory evidence or urologic difficulty. The 
symptoms do not point to the urinary tract, and, unless 
the pathogenesis of the syndrome is understood, the 
vague complaints will not suggest the need for intra- 
venous urograms, and unnecessary delay will result. 


Because the concept of cancer surgery has become 
progressively more radical, important implications may 
be drawn from our experience. Radical surgery for car- 
cinoma of the sigmoid colon may one day include the 
periureteric area on the left, somewhat in the manner of 
Meigs’ operation for carcinoma of the cervix. 


Indeed, it may be found advisable at a later time to 
consider removal of the left kidney and ureter a part of 
the radical surgical approach to this lesion. (This is not 
possible in surgery for carcinoma of the cervix, since 
lymph node spread in that lesion may be bilateral at an 
early stage.) Such radical extension of the surgical treat- 
ment cannot be recommended as a prophylactic pro- 
cedure until statistical study has determined the incidence 
of spread from carcinoma of the sigmoid to the nodes 
along the left ureter; however, such radical surgery might 
well be the only hope for a patient resembling case 5 or 
for one in whom there is definite evidence of such lymph 
node metastasis at the time of surgery, even if it is not 
compressing the ureter at the time. 


CONCLUSIONS 

1. Intravenous urography is an important procedure, 
preoperatively and postoperatively, in the management 
of carcinoma of the sigmoid colon. 

2. A more radical surgical approach to carcinoma of 
the sigmoid colon, either as a primary or palliative pro- 
cedure, may prove to be necessary. 

10515 Carnegie Ave. (Dr. Krause). 


Energy Available in Alcohol.—Alcohol has an energy food value 
of seven calories per gram. Approximately 90 per cent of ingested 
alcohol is oxidized to carbon dioxide and water, the remaining 
10 per cent accounting for the smell of alcohol on the breath, and 
alcohol in the urine, perspiration and saliva. The body can 
oxidize seven to 10 grams of alcohol per hour, which corresponds 
roughly to | oz. of whiskey or 8 oz. of beer. Thus, the maximum 
energy available in a 24-hour period from the oxidation of alco- 
hol alone, is about 1600 calories.—Bell, R. G., M.D., Clinical 
Orientation to Alcoholism, /ndustrial Medicine and Surgery, The 
Journal of Medicine in Industry, June, 1982. 
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STATUS OF PRIMAQUINE 


1. MASS THERAPY OF SUBCLINICAL VIVAX 
MALARIA WITH PRIMAQUINE 


Alf §. Alving, M.D., Chicago 
Major John Arnold (MC), Army of the United States 
Major Donald H. Robinson (MC), United States Army 


This report deals with the problem in mass therapy presented 
by the large number of cases of vivax malaria occurring in the 
United Nations forces in Korea since 1950. 

Because malaria is not a single disease but instead is a com- 
plex of diseases al! caused by a member of the genus plasmodium 
the unique properties of the members of the various species and 
strains of the organism must be considered in any given thera- 
peutic problem. 

On morphologic grounds, four distinct species of plasmodia 
are recognized. One species, Plasmodium ovale, is rare and of 
little clinical importance; two species, P. malariae and P. vivax, 
have many properties in common. For therapeutic purposes, they 
may be considered together. The remaining species, P. falci- 
parum, has special properties and must be considered separately. 

On physiologic grounds, each species is made up of several 
strains, each with idiosyncrasies that modify response to treat- 
ment. It is unfortunate that differences in strains can usually be 
classified only by geography and can be considered in therapy 
only in the most general way. This means that drugs chosen for 
mass therapy must be sufficiently effective to cover variations in 
responses of strains. 

These general considerations constitute only part of the prob- 
lem faced in evaluation of antimalarial drugs.'* The following 
discussion emphasizes those tactors that are of special impor- 
tance in planning a program for the eradication of malaria in 
troops prior to their return to the United States. 


CHOICE OF TREATMENT IN RELATION 10 THE TYPES OF MALARIA 

P. Falciparum.—P. falciparum appears to be the most recently 
acquired malaria infection in man. This is reflected in the fact 
that P. falciparum causes the greatest mortality and has the 
simplest life cycle of all malarias in the human host. 

This simplicity of life cycle has proved to be of great impor- 
tance in therapy. Very shortly after the parasite is introduced 
into man by a mosquito bite it disappears from the blood and 
enters the tissues of the host (fig. 1). Sometime within the first 


Report of the Army Malaria Mission to the Far East Command during 
the Summer of 1951. 

la. Shannon, J. A.: Evaluation of Antimalarial Drugs, chap. 10° in 
Evaluation of Chemotherapeutic Agents, C. M. MacLeod ed., New York, 
Columbia University Press, 1949, pp. 134-151. Singh. J Antimalarial 
Drugs. Indian J. Malariology 4: 185-188 (June) 1950 

1. Elderfield, R. C., and others: Alkylaminoalky! Derivatives of &- 
Aminoquinoline, }. Am. Chem. Soc. 68: 1524-1529 (Aug.) 1946, 

2. Schmidt, L. H.: Unpublished data. 

3. Edgecomb, J. H., and others: Primaquine, S. N. 13,272, A New 
Curative Agent in Vivax Malaria: A Preliminary Report, J. Nat. Malaria 
Soc. 9: 285-292 (Dec.) 1950. Clayman, C. B.; Arnoid. J.; Hockwald, R. S.; 
Yount, E. H., Jr.; Edgecomb, J. H., and Alving, A. S.: Toxicity of Prima- 
quine in Caucasians, J. A. M. A., this issue, p. 1563. Coatney, R. G., and 
others: Unpublished data on clinical studies of primaquine conducted 
at Atfinta Penitentiary. 

4. Thaeler, A. D., Jr.; Arnold, J.. and Alving, A. S.: Field Studies 
of Primaquine in Nicaragua, presented at the Annual Meetings of the 
National Malaria Society, Chicago, Nov. 14-17, 1981. 
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week of infection the tissue forms give rise to the easily recog- 
nized blood stages which usually are the only forms capable of 
producing symptoms. After producing this first brood of blood 
forms, the tissue stages either disappear or become nonfunc- 
ticnal. Blood forms arise only once in the course of any given 
infection with P. falciparum. For this reason, total eradication 
of P. falciparum can be achieved by simple eradication of the 
blood stages. 

In practice, eradication of blood forms is usually easy, be- 
cause most of the common antimalarial drugs have an action 
directed chiefly against the blood forms (schizonts). Such drugs, 
acting solely against the blood forms, are called suppressive 
agents. Of the newer suppressive drugs, chloroquine (aralen*), 
amediaquine (camoquin“) and chlorguanide (paludrine") have 
largely displaced quinacrine (atabrine") and quinine in military 
use. 

P. Vivax.—In contrast to P. falciparum, infections with P. 
vivax are much better adapted to the human host. This improved 
adaptation of parasite to host has led to a lower mortality rate 
but a higher degree of persistence, which has been achieved by 
the development of another stage in the life cycle of the parasite. 
P. vivax begins, like P. falciparum, as a tissue infection which 
lasts approximately One week, at the end of which time the blood 
forms causing the primary attack are produced (fig. 2). From 
this point on an important difference between P. falciparum and 
P. vivax appears. In the letter infection, a persisting tissue stage 
develops which, by giving off broods of blood forms at intervals, 
accounts for the periodic relapses of vivax malaria. 

All the suppressive drugs effective against the blood forms of 
P. falciparum are effective against the blood forms of P. vivax. 
Thus, drug therapy of the acute disease from either parasite is 
usually the same, but the long-term result of such therapy is 
quite different. In P. falciparum infections, adequate suppressive 
therapy eliminates the disease for all time; in P. vivax infections, 
suppressive therapy eliminates symptoms of the disease until the 
next relapse. 

If suppressive agents are taken continuously and in sufficient 
amounts, the blood forms produced in P. vivax infections at inter- 
vals by the persisting tissue stages are destroyed soon after they 
are formed and the patient remains well. Because vivax malaria 
is a self-limiting disease, through the development of immunity 
or the exhaustion of the tissue stages, continuation of suppressive 
medication for several years after leaving a malarious area will 
result in a reduction of the relapse rate. In endemic areas, con- 
tinuous suppression can be carried out successfully tor years 
provided a break in drug administration does not occur. Such 
long-continued suppression requires continuous vigilance. This 
is difficult even in endemic areas but is usually impossible for 
individuals or organizations returning to nonendemic areas 
where the stimulus for continuous therapy is lacking. 


RADICAL CURE OF VIVAX MALARIA 

To meet the problem produced by the constant threat of re- 
lapse from vivax infections in persons leaving an endemic area 
for a nonendemic area, another class of antimalarial drugs is 
of vaiue. This class of drugs acts by destroying the tissue stages 
of the disease and thereby prevents the development of the blood 
form responsible for the relapse. Since they completely eliminate 
all trace of the infection, these drugs are called curative as op- 
posed to the suppressive drugs which destroy only blood forms. 
Unfortunately, the curative drugs now known have very little 
effect against the blood torms and must be used in conjunction 
with one of the suppressive drugs when blood forms of the 
disease are present. 

Of the thousands of drugs studied for antimalarial action, only 
members of the 8-aminoquinoline family closely related to pama- 
quine have shown a significant amount of curative activity, A 
number of compounds of this family possess some degree of 
action against the tissue stages of malaria, but only one of these 
compounds has shown a high enough level of activity with a low 
enough level of toxicity to warrant its use on a large scale. This 
compound, &-(4-amino-l-methylbutylamino)-6-methoxyquinoline, 
now known as primaquine, was synthesized at Columbia Univer- 
sity during the World War IL antimalarial program.'! After the 
wartime program was terminated, primaquine received extensive 
animal studies at The Christ Hospital, Cincinnati,” clinical tests 
at Stateville Penitentiary and the Federal Penitentiary at Atlanta, * 
and actual field trials in Nicaragua.’ Large scale toxicity studies 
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at Fort Knox and Fort Benning jointly conducted by Army, 
United States Public Health Service, and civilian investigators 
later established the relative safety of administration of prima- 
quine to troops on full active duty.° 


MALARIA IN KOREA 

The first large-scale problem of relapsing malaria in non- 
immunes since World War I developed as a result of the hos- 
tilities in Korea in the summer and fall of 1950. Although 
malaria has been known to exist in Korea, the heavy infection 
of United Nations troops was largely unexpected. Previous ex- 
perience by the 24th Corps on occupation duty in South Korea 
in 1947 revealed a variable amount of the disease among the 
civil population. Civilian surveys gave an incidence ranging be- 
tween 0.97 and 33.94%." The Japanese recognized malaria in 
their long experience on the peninsula but had not been im- 
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teristics that distinguish them from the tropical zone strains ot 
vivax, a determination of the temperate zone character of malaria 
requires a study of the strain’s natural history. In figure 3 the 
temperate zone vivax is compared with the tropical zone vivax. 
As can be seen in this figure, the chief difference between the 
two types appears in the relative length of the interval between 
the primary attack and the first relapse. The temperate zone 
vivax has a long latent interval of eight to nine months and 
seems adapted to the long winters of temperate zones during 
which malaria is not transmitted. This characteristic modifies 
the monthly incidence rates of the disease caused by the two 
forms of plasmodium vivax. In groups chiefly infected during 
the summer months with temperate zone vivax the incidence 
rates fall sharply in the winter months, whereas in groups in- 
fected with tropical zone vivax, even when transported to a 
temperate zone, the relapses will hold the attack rate relatively 
high at any season of the year. 
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COMPLETE SUPPRESSION ACHIEVES RADICAL CURE IN FALCIPARUM MALARIA 


= erythrocytic forms 


Re = gametocytes only 


= tissue stages 


Fig. 1.—An outline of a disease mechanism which seems adequate to explain the sequence of events in falciparum malatia and the mode of action of 


the more important antimalarial drugs 


pressed by the incidence. Certainly, when judged by the yvard- 
stick of experience gained by military forces in the Southwest 
Pacific, malaria in Korea did not seem to be a serious hazard 

Even so, the United Nations command used chloroquine (or 
chlorguanide) in the early days of fighting and effectively sup- 
pressed most of the infections present in the field. This treatment 
so Obscured the disease that an evaluation of the size of the 
malaria problem was not possible until the troop rotation pro- 
gram was inaugurated in 1951, and large numbers-of men were 
returned home and discontinued chloroquine suppression. 

By virtue of Korea’s temperate climate it would be expected 
that most Korean malaria would be vivax in type and would 
behave like the other temperate zone strains of vivax, such as 
the St. Elizabeth strain in the United States.’ Since temperate 
zone strains of vivax malaria do not have morphologic charac- 


The presence of temperate zone vivax was suggesied by the 
experience in 1947 of the 24th Corps in Korea which reported 
a spontaneous drop in its attack rate after October of that year. 
Ihe rate fell trom a high of S50 cases per 1,000 per annum in 
summer and fall to 1 or 2 cases per 1,000 per annum for the 
rest of the year.° More recent experience with Korean malaria 
in returning American servicemen has confirmed the fact that 


5. Toxicity studies at Fort Benning were conducted by Major Robinson 


and Scientist Director G. R. Coatney, U. S. Public Health Service, and at 
Fort Knox by Coi. R. A. Radke, Capt. L. J. Polkskin, Major Arnold, 
(MC), Army of the United States and Dr. Alving 

6. E.T.M.D. of the 24th Corps, 1947. 

7. Coatney, G. R., and Cooper, W. C.: Recrudescence and Relapse in 
Vivax Malaria, Proc. 4th Imernational Cong. ot Trop. Med and Malaria 
Vol. 1, Dept. of State 1948, pp. 629-639 
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Korean malaria has a long latent interval after the first attack 
and thus closely resembles the American St. Elizabeth strain. 
Falciparum malaria is virtually unknown in Korea. 

Recent Military Experience with Korean Malaria.—The 
characteristics of the Korean strain have been pointed out in 
detail because they explain why the &th Army did not have an 
outbreak of malaria when it discontinued chloroquine suppres- 
sion during the winter of 1950-1951. Without benefit of sub- 
sequent experience with Korean malaria, the absence of winter- 
time relapses then made widespread malaria infection in the 
Army seem unlikely. Nevertheless, the 8th Army returned to 
chloroquine suppression in the spring of 1951, but men evacu- 
ated to the United States from the 8th Army did not return to 


J.A.M.A., Aug. 23, 1952 


The Army Malaria Mission to the Far East Command during 
August and September 1951 was undertaken to establish the 
feasibility of using primaquine for mass therapy on the rotatees 
from Korea.* Since these men had been on fairly successful 
chloroquine discipline until the time of embarkation from Japan 
it was expected that a malaria-free interval of approximately 
six weeks existed in which to eradicate the tissue stages of the 
infection and to prevent the expected clinical disease. Because 
it is impossible to determine which men are infected prior to a 
Clinical attack, it is necessary to treat all men as if they have 
the disease. 

In the light of present experience with primaquine, it was the 
opinion of the Mission, with the concurrence of the Malaria 


SCHEMATIC REPRESENTATION OF THE NATURAL COURSE 
OF VIVAX MALARIA 


Es 
62 PRIMARY t 
CLINICAL % 9 PREPATENT PERIOD CLINICAL ATTACK 2% LATENT PERIOD CLINICAL RELAPSE* 25 
COURSE £3 Kaeasget (CHILLS, FEVER, etc.) ae (NO SYMPTOMS) (CHILLS, FEVER, ete.) ae 
© =o Eo 
a6 
~ he 
S$ E 
4s 
| Broo SLSGAMETOCYTES ES 
STAGES 
Y) 
< 
Oo] mssve PRIMARY TISSUE STAGES LATE TISSUE STAGES LATE TISSUE STAGES 
(hypothetical) (hypothetical) 
MODE OF ACTION OF IMPORTANT ANTIMALARIAL DRUGS 
TYPE OF PROPHYLACTIC SUPPRESSIVE' CURATIVE SUPPRESSIVE'”) 
DRUG ACTION (prevents clinical malaria) (abolishes clinical attack) (abolishes clinical attack) 
> (prevents relapse) 
- 
Y) POINT OF VS SPOROZOITES 
AC TION AND PRIMARY VS TROPHOZOITES VS LATE TISSUE STAGES VS TROPHOZOITES 
—> TISSUE STAGES 
Primaquine Some 8-aminoquinolines: (Same as for 
or NAME plasmochin (Pamaguine), attacks 
C) OR Paludrin®chlorguanide) (+) and 
some 4-aminoquinolines: 
— or 
Camoqui® 


(t) TO ACHIEVE RADICAL CURE DURING CLINICAL ATTACK DRUGS MUST HAVE BOTH SUPPRESSIVE & CURATIVE PROPERTIES 


(*) Unlike gametocytes of P. falciparum, those of P. vivax persist only a few hours after abolition of trophozoites, Therefore, suppressive drugs 


have an indirect gametoc yticidal effect. 


= Erythrocytic forms 


ks = Gametocytes only 


= tissue stages 


Fig. 2.—Schematic representation of the natural course of vivax malaria and mode of action of important antimalarial drugs. 


chloroquine. The returnees, who saw service in the summer of 
1950, began to relapse throughout the spring and summer of 
1951 (fig. 4). These relapses eventually suggested a very high 
rate of suppressed infection in the 8th Army. 


8. The success of this mission was due to the splendid cooperation of 
the Army medical officers in the Far East Command, the Japanese Log. 
Command, the Eighth Army, the Second Log. Command and the Navy 
officers assigned to the Military Sea Transport Service. The mission is 
especially indebted to Colonel Arthur H. Long, consultant in preventive 
medicine to the Surgeon, Far East Command, whose extensive knowledge 
and experience with the medical and administrative problems of the Far 
East Command proved invaluable. 


Subcommittee of the National Research Council, that prima- 
quine should be given for‘a two week period in single daily 
doses of 15 mg. of base. In the beginning of this study the dose 
could be arrived at only by considering many factors, for no 
actual trials against Korean malaria with long-term follow-up 
had been possible. Although primaquine was carefully tested 
against Chesson strain vivax malaria, it is well recognized that 
differences in response to drugs exist among the many known 
strains-and varieties of malaria. The most persuasive reason for 
choosing the 15 mg. dose was that this dosage represents the 
maximum that can be given to large groups without special 
medical supervision. The most dangerous toxic effect so far 
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recognized has been the special susceptibility of some Negroes 
to hemolytic reactions to primaquine in doses greater than 15 
mg. of base per day.? 

Rotation Program.—An essential part of the success of a mass 
therapy program depends on the administrative obstacles in- 
volved. Accordingly, the troop rotation program was analyzed 
in detail to find the most promising two week period in which 
to give primaquine. Since many exceptions exist in the routine 
rotation program, it was apparent that all men could not be 
included without overwhelming administrative difficulty. The 
optimum period for giving the drug to the greatest number of 
men under the present system of rotation appeared to be from the 
time of each man’s arrival at the replacement depot in Japan to 
the end of the 14 days of treatment, which would usually occur 
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Studies Aboard U. S. N. §. Set. Sylvester Antolak.—The 
1,493 officers and men on the U. S. N. S. Sgt. Sylvester Antolak, 
sailing from Sasebo, Japan, to Seattle on Sept. 18, 1951, were 
chosen for the first clinical trials. They were divided into two 
groups. One group of 742 officers and men, of which 16.9% 
were Negroes, was given primaquine (i5 mg. of base daily) for 
12 days immediately before the noon meal each day. The other 
group of 751 men received a placebo under the same conditions 
as the first group. Men received the pills even if they did not eat 
the noon meal. All cases of seasickness severe enough to send 
a man to sick call were evaluated and recorded. The voyage was 
rougher than the average Pacific run for that season. 

Results of Clinical Trial.—Forty-six men in the primaquine 
group (742 officers and men) reported for seasickness; exactly 


TROPICAL ZONE VIVAX 
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Fig. 3.—Two chief types of vivax malaria showing characteristic relapse patterns when each attack is treated by suppressive drugs. 


some time at sea. Because shipboard therapy made additional 
complications for the routine use of primaquine, the clinical 
investigations reported here were made aboard ship. 


CLINICAL TRIALS WITH PRIMAQUINE 


Two independent clinical trials were performed under actual 
rotation conditions to determine: (1) the feasibility of continued 
administration of primaquine (15 mg. of base daily) to large 
groups of men without special medical supervision, (2) whether 
primaquine toxicity increased the incidence of motion sickness, 
(3) the effect of motion sickness on the ability to take and retain 
medication, and (4) whether primaquine begun on land would 
show enough cumulative toxicity to affect the motion sickness 
most common during the first four days at sea. 


the same number of men (46) from the control group of 751 
officers and men also reported for seasickness. Only 3.9% of 
all men aboard missed one or more tablets. This means that 
96% of all men aboard received either primaquine or placebo 
for 12 days without interruption. There was no sign of toxicity. 
None of the Negroes showed any evidence of hemolysis. 

Studies Aboard U. S. N. §. Marine Phoenix.—This second 
study was arranged to test the effect of cumulative toxicity (which 
would come, if at all, 3 or 4 days after starting therapy) on 
motion sickness. Accordingly, after the U. S. N. S. Antolak 
sailed, the next 3,000 men processed at the Sasebo Replacement 


9. Hockwald, R. S.; Arnold, J.; or C. B., and Alving, A. S.: 
Toxicity of Primaquine in Negroes, J. A. M. A. this issue, p. 1568. 
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Depot (Prov.) were started on primaquine (15 mg. of base) once 
daily as soon as they arrived at that installation. From. this 
group, 2.785 eventually seiled on the U.S. N. S. Marine Phoenix 
bound for Seattle. Members of this group spent a variable 
length of time at the Replacement Depot. Twenty-nine per cent 
had been at Sasebo 10 days before sailing and consequently 
received 10 pills before cmbarking. The remainder spent two to 
nine days at the depot prior to sailing. 

The U. S. N. S. Marine Phoenix sailed Sept. 23, 1951. Two 
theusand sixty officers and men, of which 7.6% were Negroes, 
were selected to continue primaquine while 725 men were given 
placebos. It was impossible to give either primaquine or placebo 
by the roster because of the complexity of shipboard living. The 
total number of men receiving either pill was counted each day. 
For other data it was necessary to resort to sampling techniques. 
Only men missing mess failed to receive primaquine or placebo, 
as both were given just prior to eating. Generally, the amount of 
seasickness was reflected in the number of men at mess on that 
day. [he number of men in either group missing mess was taken 
as a measure of gastrointestinal distress. Every man in sick call 
each day was seen for possible signs of toxicity. This was an 
unusually rough voyage. 


600 
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Fig. 4.—Number of Army personnel hospitalized for malaria in the 
United States each week since onset of Korean conflict. (Source: Medical 
Statistics Division, Office of the Surgeon General, Department of the 
Army.) 


Results of Clinical Trial_——There was no detectable evidence 
of toxicity among the 2,060 officers and men who received 
primaquine. The amount of seasickness in the primaquine group 
was closely paralleled by the amount among the controls. Eighty- 
two and one-tenth per cent of all men aboard received 13 to 20 
pills consecutively. An additional 8.8 received all but one of 
the scheduled pills. This means that 90.9°° received 12 or more 
pills with an interruption of not longer than one day. This is 
the minimum period considered necessary for adequate therapy. 

CONCLUSIONS 

The trials reported here demonstrate the feasibility of using 
primaquine as a curative antimalarial in large numbers of men 
without special medical supervision, even under the difficult 
conditions met with at sea. Because of the tremendous medical 
load produced by these relapsing cases of malaria, the Armed 
Forces adopted primaquine for the treatment of all servicemen 
returning from Korea after endorsement by the Subcommittee 
on Malaria of the National Research Council and the Armed 
Forces Medical Policy Council. The success of this program, 
however, will depend upon the administrative discipline instituted 
to enforce it and upon the proper indoctrination of medical 
officers and troops in the aims and desirability of strict adherence 
to the 14 day therapeutic regimen. 


J.A.M.A., Aug. 23, 1952 


2. CURE OF KOREAN VIVAX MALARIA WITH 
PAMAQUINE AND PRIMAQUINE 


Capt. Paul L. Garrison, Lieut. Daniel D. Hankey 

Capt. Walter G. Coker, Lieut. Col. William N. Donovan 
and Col. Bruno Jastremski, (MC), United States Army 

G. Robert Coatney, Scientist Director, U. 8. Public Health 
Service, Bethesda, Mad. 

Alf §. Alvinge, M.D., Chicago 

Ralph Jones Jr.. M.D., Philadelphia 


In the summer of 1951. when large numbers of Korean 
veterans came down with vivax malaria, a study designed to 
compare the curative effectiveness of pamaquine and primaquine 
was initiated. This preliminary report presents the results of 
that study after 11 months of observation. 


METHODS 

All patients admitted to the station hospitals with vivax 
malaria between July 25, 1951, and May 1, 1952, were included 
in this study. The diagnosis was established in every case by 
demonstrating parasites in the peripheral blood in two noncon- 
secutive smears. When the diagnosis was established, patients 
were treated in rotation according to one of the following 
regimens: 

Regimen A: Chloroquine.—A total dosage of 1.5 gm. of base 
was given in three doses of 0.3 gm. each during the first 24 
hours, followed by a single dose of 0.3 gm. daily for two days. 

Regimen B: Chloroquine Plus Pamaquine.—A total dose of 
1.5 gm. of chloroquine base was administered as in regimen A. 
In addition, 27 mg. of pamaquine base was given daily in three 
equally divided doses for 14 consecutive days. 

Regimen C: Chloroquine Plus Primaquine.—A total dose of 
1.5 gm. of chloroquine base was administered as in regimen 
A. In addition, 15 mg. of primaquine base was given in a single 
dose daily for 14 consecutive days. 

All patients were hospitalized for the duration of treatment 
and were observed daily for evidence of toxicity. A white blood 
count, hemoglobin concentration, and routine urinalysis were 
taken when the patients were admitted. These studies were re- 
peated after one week, for patients treated with regimen B or 
C. and at the end of therapy. Additional studies were performed 
as indicated. 

When treatment was completed, the patients were discharged 
to duty and followed as outpatients at intervals of approxi- 
mately six weeks. At each follow-up visit, patients were inter- 
viewed and a thick film of peripheral blood was examined for 
parasites. When relapses occurred, patients were treated accord- 
ing to the regimen originally employed. 


RESULTS 

A total of 864 patients were treated. Of this group, 709 were 
followed for 4 to 11 months after treatment (see table). The 
clinical manifestations of the acute attack of malaria were rapidly 
controlled by chloroquine. 

Sixty-four (2/.60 ) of 232 patients treated with chloroquine 
alone, and followed for more than 4 months, relapsed. Sixty- 
one of the 64 patients experienced a typical febrile relapse with 
parasitemia; three had parasitemia but no fever. 

A typical clinical and parasitic relapse 54 days after the last 
dose of drug developed in one (0.4) of the 246 patients treated 
with chloroquine plus pamaquine and followed for more than 
four months. This patient was treated again according to the 
original regimen. No further relapse has occurred during 134 
days of observation. 


From the Department of Medicine, University of Chicago (Dr. Alving) 
and the Department of Medicine, University of Pennsylvania (Dr. Jones), 
and the Section on Chemotherapy, Laboratory of Tropical Diseases, 
National Microbiological Institute, National Institutes of Health (Dr 
Coatney) 

This study is limited to observations conducted in the station hospitals 
at Fort Knox and Fort Benning under the auspices of the Research and 
Development Board of the Office of the Surgeon General of the Army. 
Important supplementary studies have been conducted by the Army in 
the station hospitals at Fort Dix, Fort Meade, Camp Breckenridge, and, 
by the Navy, at Camp Leijune. 
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None of the 231 patients treated with chloroquine plus prima- 
quine and followed for more than four months has relapsed. 

In the course of these studies, only minimal evidence of drug 
toxicity was observed. Mild generalized pruritus which subsided 
4 days after the drug was stopped developed in one patient treated 
with chloroquine alone. A similar mild pruritus developed in 
one patient treated with chloroquine and primaquine. It dis- 
appeared after chloroquine was withdrawn, before therapy with 
primaquine was completed. Occasionally, a patient treated with 
chloroquine plus pamaquine complained of mild, crampy ab- 
dominal pain at some time during therapy. This was not of suffi- 
cient severity to warrant stopping the drug. There was no evi- 
dence of hemolytic anemia in any patient. Approximately 15% 
of the patients had a mild to moderate anemia (hemoglobin con- 
centration of 8 to 12 gm. per 100 cc.) at the time treatment was 
instituted. In these patients, the hemoglobin concentration in- 
creased during therapy as the acute attack was controlled. There 


Treatment of Korean Vivax Malaria 
Regimen B, Regimen 


Chioro- Chioro- 
quine, quine 
15Gm 1.5 Gm 
(Base) (Buse) 
Revinien A, Plu 
(hloro- Pamaquine Primaquine 
quine 27 Mg +My 
1.5 im. per Day per Duy 
Patients (Buse) for 14 Davs for 14 Davs 
Total Number Followed............... IRT 
Number Followed 4 to 11 Months 
Number Followed 4 to 11) Months 
64 (27.6% l (0.4%) 


was a slight, but probably significant, increase in leucocyte count 
at the end of therapy in patients treated with pamaquine or 
primaquine. Methemoglobin determinations were not done; 
cyanosis was not observed. 


DISCUSSION 

Korean vivax malaria is the temperate zone type character- 
ized by a long latent interval of 6 to 10 months tollowing the 
initial infection.! All of the patients in this study acquired malaria 
in Korea during the summer of 1950. The attacks reported here 
occurred after the latent interval. 

The relapse rate (27.6%) after treatment with chloroquine 
is lower than that reported for other strains of vivax malaria.’ 
This can be explained partly by the fact that these studies were 
inaugurated late in 1951, near the end of the life span of the 
parasite. 

It is apparent from these studies that 15 mg. of primaquine 
daily or 27 mg. of pamaquine daily for 14 days, given in com- 
bination with chloroquine, will prevent relapses in nearly all 
cases of Korean vivax malaria. It is reasonably certain that 
few, if any, of the patients treated with pamaquine or prima- 
quine will experience a relapse during the summer of 1952, be- 
cause the relapse rate was reduced from 27.6° after chloro- 
quine to less than 1% after treatment with pamaquine and 
primaquine. 

Both pamaquine and primaquine were well tolerated, and a 
significant difference in toxicity or in therapeutic effectiveness 
was not demonstrated. The dose of pamaquine (27 mg. per day) 
used in these studies was nearly twice as great as the dose of 
primaquine (15 mg. per day) so that an exact comparison of 
therapeutic effectiveness was not possible. 

Primaquine is undoubtedly the drug of choice for curative 
treatment of Plasmodium vivax malaria because of the greater 
spread between the effective and the toxic dose. However, it is 
apparent that either pamaquine or primaquine in doses which do 
not produce significant toxicity will cure most vivax infections 

1. Coatney, G. R., and others: Studies in Human Malaria. XVIII. 
Life Pattern of Sporozoite-Induced St. Elizabeth Strain Vivax Malaria, 
Am. J. Hyg. 51: 200-215 (March) 1950 

2. Most, H., and others: Chloroquine for Treatment of Acute Attacks 
of Vivax Malaria, J. A. M. A. 131: 963-967 (July 20) 1946. Gordon, 
H. H., and others: Treatment of Plasmodium Vivax Malaria of Foreign 
Origin; Comparison of Various Drugs, Arch. Int. Med. 79: 365-380 
(April) 1947. Coatney, G. R., and others: Studies in Human Malaria: 
X. Protective and Therapeutic Action of Chloroquine (SN 7618) Against 
St. Elizabeth Strain Vivax Malaria, Am. J. Hyg. 49: 49-59 (Jan.) 1949, 


COUNCIL ON PHARMACY AND CHEMISTRY 1563 


of Korean origin. Because primaquine and pamaquine are rela- 
tively ineffective in destroying the erythrocytic stages of the 
malaria parasite, these drugs should be given simultaneously with 
chloroquine for the treatment of an acute attack. Because of the 
greater toxicity to pamaquine exhibited by Negroes, this drug 
should not be used for treatment of an acute attack unless the 
patients are under close medical supervision and unless the 
hemoglobin is followed daily. 


SUMMARY 

In a study of the effect of pamaquine and primaquine on the 
relapse rate of vivax malaria acquired in Korea, 709 patients 
were treated at the time of an acute attack and were followed 
for 4 to 11 months after treatment. Of 232 patients treated with 
chloroquine alone, 27.6% relapsed at least once after treatment. 
In a group of 246 patients treated with chloroquine and 27 mg. 
of pamaquine daily for 14 days, one patient (0.4°) relapsed. 

Relapses did not occur among 231 patients treated with chloro- 
quine and 1S mg. of primaquine daily for 14 days. Significant 
toxicity was not observed during this study. 


3. TOXICITY OF PRIMAQUINE IN CAUCASIANS 


Capt. Charles B. Clayman, Major John Arnold 

Capt. Robert §. Hockwald, Capt. Ernest H. Yount Jr., and 
Capt. John H. Edgcomb, (MC), United States Army, 

Alf §. Alving, M.D., Chicago 


Primaquine, 
oline.! a new curative agent for vivax malaria, has recently been 
extensively tested in the Armed Forces. Since mid-December, 
1951, veterans returning from Korea have received 15 mg. of 
primaquine base once daily for two weeks aboard Military Sea 
Transport ships after termination of weekly chloroquine (ara- 
len“) suppression at the time of embarkation.? Chloroquine 
remains in the blood in effective concentration for several weeks; 
it suppresses clinical symptoms by eliminating the erythrocytic 
forms of the malaria parasite but does not prevent subsequent 
relapses. Relapses can be prevented, however, by the admin- 
istration of primaquine, which acts primarily against the exo- 
erythrocytic parasites. Thus, combined action of the two drugs 
has been exploited during the transpacific voyage to achieve 
radical cure of vivax infections before symptoms have developed. 
Primaquine, combined with chloroquine, has also been employed 
extensively in treating clinical attacks of vivax malaria in Army 
installations in the United States.° 

Curative dosages of primaquine may vary from 10 to 30 mg. 
of base administered daily for two weeks. The ideal dose within 
this range depends on several factors, including the species and 
strain of the infecting parasite, the degree of natural or acquired 
immunity of the individual, and the density of the sporozoite 
inoculum. Ten milligrams may produce radical cure in persons 
having great immunity.’ Limited experience with the Korean 
strain of vivax malaria indicates that 15 mg. 1s probably sufficient 
to cure over 99° of patients = (table 1). Twenty-two and one- 


From the Army Malaria Research Unit, University of Chicago. 

The authors wish to acknowledge the invaluable technical assistance 
of Shirley Mock Swanson, R.N., and Miss Ann Flint, and to express their 
appreciation to the inmate nurses, technicians, and volunteers whose 
Participation and cooperation permitted these studies to be made. 

The investigations covered in parts 2 and 3 of this report were carried 
Out under contract between the University of Chicago and the Medical 
Research and Development Board, Office of the Surgeon General, Depart- 
ment of the Army and were, in part, supported by a grant-in-aid from 
the United States Public Health Service. The studies would not have 
been possible except for the valuable cooperation and help given by 
Warden Joseph E. Ragen of Stateville Penitentiary and other adminis- 
trative Officials of the State of Illinois. 

1. The authors are indebted to Dr. C. E. Roach of Eli Lilly and 
Company, Indianapolis; Dr. Marlin Lether of the Abbott Laboratories, 
North Chicago, Illinois, and Dr. Justus B. Rice of Winthrop-Stearns, Inc., 
New York, for providing supplies of primaquine. 

2. Returning Korean Veterans to Receive New Anti-malarial Drug. 
Department of the Army, Ojfice of the Surgeon General, Technical 
Information Office, Technical Release dated Oct. 19, 1951. Coatney, R. G., 
and others: Unpublished data on clinical studies of primaquine conducted 
at Atlanta Penitentiary 
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TABLE 1.—Curative Treatment During Clinical Attack of 
Vivax Malaria Acquired in Korea 2 


Drug 
Chloroquine Primaquine 
Day (Base) (Base) 


0.3 gm. 0.015 gm, 


After 6 hours 0.3 None 
2nd, 3rd, and 4th day...... In a.m 0.3 gm 0.015 gm, 
5th to 1lith day inelusive... In a.m. None 0.015 gm. 


* Primaquine should be given with meals. The third dose of chloro- 
quine should be administered approximately 24 hours after the initiation 
of treatment. The blood hemoglobin concentration should be determined 
for any patient whose urine is of extremely dark or brown color, 


— 
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experimental conditions. Thirty milligrams may conceivably be 
necessary to cure nonimmune persons infected by unusually 
large sporozoite inocula. Therapy during a clinical attack should 
include concurrent administration of quinine or chloroquine, of 
which the latter is recommended. 
STUDIES AT STATEVILLE PENITENTIARY 

Since early 1948, 699 light-skinned Caucasian adult male 
volunteers have received primaquine at the Illinois State Peni- 
tentiary (Stateville Branch). The men varied in weight from 130 
to 260 pounds, the mean being 161 pounds. Three hundred and 
thirty-five were either noninfected or were treated in the latent 
interval between clinical attacks of malaria. The remaining 364 
volunteers were treated during a clinical attack (table 2). 


—Dosage Schedules Employed in Primaquine Administration to 699 White Inmate 


Volunteers During Clinical Investigations at Stateville Penitentiary 


Moss 
r 


Daily Dosage of Primaquine and Schedule 
of Administration to White Subjects 


Alone 


10 me. 
12 mg. 
15 meg. 
15 meg. 


52.5 me. 6 Givided Goses for 14 
mee. Galiy Goses for 14 
80 mg. in single daily doses for 6 to 8 
me. in 6 divided doses for 6 to 10 
30 mg. in single doses twice weekly for 4 weeks....... ieraesaa ou 
30 mg. in single weekly doses for 14 weeks..................00000s 
30 mg. in single weekly doses for 52 weeks..............0--000000- 
30 mg. in single 
45 mg. in single 
45 mg. in 6 divided 
60 mg. in 6 divided 
60 meg. in 3 divided 
60 mg. in 6 divided 
9) mg. in 8 divided 
mig. Mi divided Goses for 6 GAYS... 
me mee. 6 Giviced Goses for 14 GOVE... 
120 mg. in 6 divided doses for 14 days 
240 meg. 
240 meg. 


Treatment During C 


linical Malaria 


Treatment in Absence of Clinical Malaria 


Interim Therapy 
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half milligrams cures practically all persons heavily infected with 
the Chesson (Southwest Pacific) strain of vivax malaria under 


3. Thaeler, A. D., Jr.; Arnold, J., and Alving, A. S.: Field Studies 
of Primaquine in Nicaragua, presented at the Annual Meetings of the 
National Malaria Society, Chicago, Nov. 14-17, 1951. Garrison, P. L., 
and others: Cure of Korean Vivax Malaria with Pamaquine and Prima- 
quine, J. A. M. A., this issue, p. 1562. In addition to the major studies 
at Fort Knox and Fort Benning, important trials of primaquine are being 
conducted at Camp Breckenridge, Fort Dix, and Fort Mead under the 
auspices of the Army and at Camp Lejune in cooperation with the Navy. 

4. Edgcomb, J. H., and others: Primaquine, S. N. 13,272. A New 
Curative Agent in Vivax Malaria: A Preliminary Report, J. Nat. Malaria 
Soc. 9: 285-292 (Dec.) 1950. > 

5. Earlier toxicity studies were performed in primates by Dr. Leon H. 
Schmidt, The Christ Hospital Institute of Medical Research, Cincinnati. 

6. Alving, A. S., and others: Procedures used at Stateville Penitentiary 
for Testing of Potential Antimalarial Agents, J. Clin. Investigation 273 
2-5 (May) 1948. - 


The following is a report of the toxicity of primaquine ob- 


served during these studies.° Parallel studies of pamaquine were 

used as a control. General procedures during these observations 

followed those outlined by Alving and co-workers.® Details of 

drug regimens and laboratory procedures are described below. 
DRUG REGIMENS 

Primaquine was administered orally as the diphosphate salt 
containing 56.9% of base. Dosages of all drugs are expressed in 
terms Of base weight. 

Primaquine was administered in programs utilizing single or 
divided daily dosage schedules. Daily dosage ranged from 10 to 
240 mg., administered for 5 to 14 days. In addition, single doses 
of 30 mg. of primaquine were given weekly and semiweekly for 
52 weeks together with chloroquine. 
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Pamaquine was administered on similar schedules in dosages 
of 15, 31.5, and 63 mg. for 14 days. 

The suppressive action of pamaquine, even at the maximum 
tolerated dose of 90 mg. daily, is inadequate to terminate attacks 
of malaria quickly or consistently.* Therefore, quinine was used 
as the standard concurrent suppressive antimalarial drug in test- 
ing potential curative agents during World War II. Although 
better suppressive agents have since been developed, quinine has 
been retained to make results of current studies comparable with 
earlier investigations. When chloroquine was substituted as the 
concurrent suppressive drug, clinical malaria was almost in- 
variably terminated during the first two days. 

During the standard two week treatment schedule, 180 men 
received 15 or 30 mg. of primaquine daily, together with | gm. 
of chloroquine, administered in two divided doses during the first 
24 hours of treatment (table 2). One hundred fifteen men were 
given 1.64 gm. of quinine (2 gm. of quinine sulfate) in six 
divided doses daily, concurrently with varying doses of prima- 
quine. Primaquine was given alone to 220 men. Forty-three 
received four times the maximum therapeutic dose for 14 days 
and 7 men received eight times that dose for 5 to 14 days, either 
alone or concurrently with other drugs. One hundred eighteen 
men received the following potential antimalarial agents con- 
currently with varying doses of primaquine: methylene blue, 
nicotinamide, thionine, Bindschedler’s green, toluidine blue, 
theobromine, aminophylline, ephedrine sulfate, chloramphenicol, 
or daraprim® 

PROCEDURES 

Drug Administration for 14 Davs.—Hemoglobin and methemo- 
globin determinations ® were made on all men before they re- 
ceived any drug. During treatment of clinical malaria these de- 
terminations were usually made every other day until the last 
5 days, when they were performed daily. White blood cell counts 
were done routinely every other day with differential counts 
every fourth day; both were checked daily if significant variation 
from control values occurred. Daily urinalyses were performed 
on subjects treated during clinical attacks of malaria or when- 
ever toxicity was anticipated. During interim therapy, hemo- 
globin and methemoglobin levels and white blood cell counts 
were usually done on the first, seventh, tenth, and fourteenth 
days of drug administration. 

Plasma concentrations of primaquine and pamaquine were 
determined every other day by the method of Brodie, Unden- 
friend, and Taggart,'!° which measures only the heptane extract- 
able, diazotized fraction of the drug. 

Determinations of direct and indirect serum bilirubin,'! 30- 
minute sulfobromophthalein (bromsulphalein®) retention,” thy: 
mol turbidity,'® and total plasma proteins '* were performed op 
57 subjects. Control tests were made prior to drug administra- 
tion and were repeated $n the 3rd, 7th, and 14th days. 

Weekly and Semiweekly Drug Administration Hemoglobin 
estimations and red and white blood cell counts were performed 
every other week in the groups receiving chloroquine concur- 
rently with primaquine semiweekly or weekly for 4, 14, and 52 
weeks. 

EVALUATION OF TOXIC MANIFESTATIONS 

Malaria produces anemia, abnormalities in white blood cell 
counts, and symptoms that may be confused with toxic mani- 
festations of a drug. Consequently, evaluation of toxicity was 
begun following elimination of the febrile attack. The validity 
of this method of interpretation of toxic symptoms is supported 
by the fact that the toxicity of primaquine, when given in the 
absence of clinical malaria, seldom becomes apparent for three 
or four days except at extremely high doses (0.12 and 0.24 gm.). 

Detailed results are reported only for groups receiving prima- 
quine or pamaquine alone and concurrently with quinine or 
chloroquine for two weeks. Toxicity observed during shorter or 
unusual regimens is discussed only when results contradict or 
modify the conclusions drawn from the standard programs. 


; TOXICITY AT THERAPEUTIC DOSES 

Fifteen Milligrams (Table 3).—Doses of 15 mg. or less pro- 
duced abdominal symptoms of no greater incidence or severity 
than those encountered with a placebo. Methemoglobin levels 
did not rise above 7.8% of the total hemoglobin. One of 67 sub- 
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jects (1.5%) lost 1.3 gm. per 100 cc. of hemoglobin; the variation 
in hemoglobin was within = 1 gm. per 100 cc. in the remaining 
volunteers. Four subjects (5.9%) had leukocytosis ranging from 
11,500 to 13,700 per cubic millimeter. Leukopenia did not occur. 

Twenty-Two and One-Half Milligrams.—Seven of 57 subjects 
(12.3%) had mild to moderate abdominal symptoms during ad- 
ministration of 22.5 mg. of primaquine. No hemoglobin loss ex- 
ceeded 1 gm. per 100 cc. Twelve volunteers (21%) manifested 
leukocytosis from 12,100 to 16,400 per cubic millimeter. Leuko- 
penia was not observed. 

Thirty Milligrams.—Twenty-two of 214 persons (10.3%) re- 
ported mild to moderate abdominal cramps, including six who 
also complained of epigastric distress which was relieved by 
antacids. Thirty-two persons (14.9% ) lost up to 2 gm. per 100 cc. 
of hemoglobin. Leukocytosis of 10,000 to 17,000 per cubic milli- 
meter occurred in eight subjects (3.80). Leukopenia did not 
occur. 

TOXICITY AT HIGH DOSES 

Sixty Milligrams (Table 3).—Five of seven volunteers receiv- 
ing daily doses of 60 mg. during clinical attacks of malaria ex- 
perienced abdominal symptoms. Complaints ranged from mild 
and transient to moderate and repeated, or severe and persistent, 
abdominal cramps. Other abdominal symptoms were anorexia, 
nausea, Occasional vomiting, and mild burning epigastric dis- 
tress. Cyanosis caused by methemoglobinemia was present in the 
three subjects receiving primaquine alone. The subjects given 
quinine concurrently with primaquine did not become cyanotic. 
One volunteer had a leukocytosis of 13,500 per cubic millimeter. 
Hemoglobin loss or leukopenia was not observed. 

One Hundred Twenty Milligrams. — Abdominal symptoms 
were present in all volunteers receiving primaquine alone or in 
combination with quinine. Symptoms were so severe in one man 
receiving quinine concurrently that it was necessary to discon- 
tinue the drugs. The five men receiving only primaquine had 
methemoglobinemia severe enough to produce cyanosis, while 
only two of six volunteers receiving quinine concurrently with 
primaquine appeared cyanotic. Hemoglobin variation was within 
+ 1 gm. per 100 cc. of the control values in the men receiving 
primaquine alone. Two of the five men receiving quinine con- 
currently with primaquine lost between 1.1 and 2 gm. per 100 ce. 
of hemoglobin. Two cases of leukopenia were observed. Agranu- 
locytosis was not encountered. 

Two Hundred Forty Milligrams.—Daily doses of 240 mg. 
further accentuated abdominal symptoms. This group has not 
been expanded since the preliminary report of Edgcomb and co- 
workers * who discussed in detail the toxic manifestations. 


EFFECT OF CONCURRENT ADMINISTRATION OF OTHER DRUGS 


Quinine.—Within the therapeutic dosage range, concurrent 
administration of quinine with primaquine did not increase ab- 
dominal symptoms beyond the amount clearly attributable to 
cinchonism, At higher dosages of primaquine, however, the con- 
current administration of quinine increased the subjective man- 
ifestations of toxicity. 


7. Berliner, R. W., and others: Studies on Chemotherapy of Human 
Malarias: VII. The Antimalarial Activity of Pamaquine, J. Clin. Investi- 
gation 27: 108-113 (May) 1948, 

8. The authors are indebted to Dr. G. H. Hitchings of Burroughs- 
Wellcome and Company, Tuckahoe, N. Y., for providing supplies of 
daraprim., ® 

9. Evelyn, K. A., and Malloy, H. T.: Microdetermination of Oxyhemo- 
globin, Methemoglobin, and Sulfhemoglobin in a Single Sample of Blood, 
J. Biol. Chem. 126; 655-662 (Dec.) 1938. 

10. Brodie, B. B.; Udenfriend, S., and Taggart, J. V.: Analysis of 
Basic Organic Compounds in Biological Tissues: 4. Coupling with Dia- 
zonium Salts, Fed. Proc. 5: 125 (Feb.) 1946. 

11. Malloy, H. T., and Evelyn, K. A.: The Determination of Bilirubin 
with the Photoelectric Colorimeter, J. Biol. Chem. 119: 481-490 (July) 
1937, 

12. Rosenthal, S. M., and White, E. C.: Clinical Application of Brom- 
sulphalein Test for Hepaiic Function, J. A. M. A. S84: 1112-1114 (April 
11) 1925, 

13. Shank, R. E., and Hoagland, C. L.: Modified Method for Quanti 
tative Determination of Thymol Turbidity Reaction of Serum, J. Biol 
Chem. 162: 133-138 (Jan.) 1946. 

14. Phillips, R. A.; Van Siyke, D. D.; Dole, V. P.; Emerson, K., Jr.; 
Hamilton, P. B., and Archibald, R. M.: Copper Sulfate Method for 
Measuring Specific Gravities of Whole Blood and Plasma, Bull. U. § 
Army Med. Dept. 71 (Dec.) 1943, pp. 66-83. 
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Above 15 mg. of primaquine, methemoglobin concentrations 
were lower when quinine was administered concurrently. This 
effect of quinine became more apparent as the therapeutic range 
of primaquine was exceeded (fig. 1). 

Within the therapeutic range, the average concentration of 
primaquine in the plasma was unaffected by concurrent admin- 
istration of quinine. In the small number of patients treated at 
very high dosages, the average plasma concentration of prima- 
quine was approximately 50° lower in the group receiving 
quinine concurrently. 

Chloroquine.—In the therapeutic range, chloroquine did not 
increase the toxicity of primaquine. The symptoms and toxic 
manifestations after the first two days were the same as those 
encountered during drug administration to well persons. 

Miscellaneous Drugs.—Methylene blue, nicotinamide, thio- 
nine, Bindschedler’s green, and toluidine blue were tested at 
widely varying doses as concurrent drugs. Methemoglobinemia 
during their administration in sufficiently high dosages was lower 
than when primaquine was administered alone. Methylene blue 
appeared to be the most effective in reducing methemoglobin- 
emia (figure). Other toxic manifestations of primaquine were not 
increased by the concurrent administration of these drugs. 
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Effect of concurrent administration of quinine, chloroquine, and methy!- 
ene blue on the methemoglobin concentration of white subjects treated 
with primaquine at various dosages for two weeks 


Ephedrine, theobromine, and aminophylline were used con- 
currently with primaquine following the observation that intra- 
venous aminophylline relieved abdominal cramps for a short 
time. Each of these drugs, when administered orally, reduced 
the incidence and severity of symptoms at the higher dosages 
of primaquine. 

Three subjects were treated with 25 mg. of daraprim" con- 
currently with primaquine at therapeutic doses for 14 days. No 
adverse reactions were noted but the series was too small to 
warrant further conclusions. 


fOXICITY OBSERVED DURING LONG-TERM PRIMAQUINE- 
CHLOROQUINE ADMINISTRATION 

To test chronic toxicity of primaquine given concurrently with 
chloroquine, two groups of 20 normal white men were studied 
for S52 weeks. The first group received 30 mg. of primaquine plus 
300 mg. of chloroquine in a single dose once weekly, simulating 
the current use of chloroquine in field suppression. The second 
group received 30 mg. of primaquine and 150 mg. of chloroquine 
simultaneously in a single dose twice weekly. Abnormalities in 
the red and white blood cell counts were not observed. One vol- 
unteer in each group requested to be withdrawn from the study 
after six months. Their symptoms were mild, transient abdominal 
cramps, epigastric distress, and anorexia for one to three days 
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following ingestion of each dose of drug. Symptoms began after 
the fourth month of participation in the program. None of the 
other volunteers consistently complained of untoward effects. 

An additional 10 volunteers were bitten by infected mos- 
quitoes. On the day following infection, these men began to take 
single weekly doses of 30 mg. of primaquine concurrently with 
300 mg. of chloroquine for a total of 14 weeks. Drug was well 
tolerated by all. 

MISCELLANEOUS OBSERVATIONS 

Gastric Secretion.—The effect of primaquine on gastric acidity 
was studied because the epigastric distress associated with the 
ingestion of primaquine was relieved by food and, in some re- 
spects, was similar to that encountered in patients suffering from 
peptic ulcer. A series of nocturnal hourly gastric aspirations were 
done as a control in six normal men, and then identical aspira- 
tions were continued during administration of single doses of 30 
or 60 mg. of primaquine daily for seven days. Variations of free 
or total acidity were within the limits of control observations. 

Liver Function.—Evidence of liver damage was not obtained 
in liver function studies performed on 57 men receiving 15, 22.5, 
30, and 120 mg. of primaquine alone or concurrently with qui- 
nine or chloroquine. Three patients hospitalized with infectious 
hepatitis were given 30 mg. of primaquine for 10, 14, and 18 
days. All patients improved: primaquine did not appear to affect 
the clinical course. 

Comparison of Toxicity of Primaquine Given in Single and 
Divided Dosages Daily.——No difference could be distinguished 
between the toxic manifestations of primaquine at therapeutic 
doses administered once a day and the same total dosage ad- 
ministered in three or six equal parts. Abdominal symptoms were 
of greater incidence and severity when primaquine was admin- 
istered in single daily doses of more than 30 mg. than they were 
when the dose was divided. It was impossible to administer single 
doses of 120 mg. because of the severity of the gastrointestinal 
symptoms. 

Effect of Meals.—The ingestion of primaquine at meal time 
alleviated abdominal distress even in subjects receiving high 
dosages. 


COMPARISON OF THE RELATIVE TOXICITY OF PAMAQUINE 
AND PRIMAQUINE 

The greater curative effect of primaquine compared to that 
of pamaquine logically led to a more intensive study at lower 
doses of the former and higher doses of the latter drug. This 
discrepancy prevented precise evaluation of their relative toxicity 
where differences between the two drugs were either not great 
or not consistent at all dosages. 

When primaquine or pamaquine was administered alone or 
concurrently with quinine the abdominal symptoms were of ap- 
proximately the same order of magnitude and incidence for both 
drugs at 30 mg. per day or less. It was not necessary to discon- 
tinue drug administration to any subject receiving primaquine in 
doses below 120 mg., whereas, three subjects receiving 63 mg. of 
pamaquine daily could not complete the course (tables 3 and 4). 

Abnormal laboratory findings after primaquine was adminis- 
tered differed from those encountered during administration of 
pamaquine as follows: (1) Methemoglobinemia at all dosages 
was greater with primaquine than with pamaquine. Quinine did 
not diminish the methemoglobinemia produced by pamaquine. 
(2) Plasma primaquine concentrations were lower than plasma 
concentrations of pamaquine at similar dosage schedules. (3) The 
hemolytic effect of primaquine seemed to be slightly less than 
that of pamaquine. Two men receiving 15 mg., and four receiv- 
ing 63 mg..of pamaquine concurrently with quinine lost between 
2 and 3 gm. per 100 cc. of hemoglobin. This degree of hemo- 
globin loss was not observed in any person receiving primaquine 
at any dose, alone or with a suppressive drug, but some of the 
groups studied were small. (4) Abnormalities in the white blood 
cell count occurred less frequently during the administration of 
primaquine. 

DISCUSSION 

Toxic symptoms and abnormal laboratory findings resulting 
from primaquine may be divided into two groups: first, those that 
are not dangerous but may be annoying; second, those that may 
constitute a serious threat to life, examples of which are severe 
neutropenia and acute hemolytic crisis. 
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The toxic symptoms observed in this study were anorexia, 
nausea, epigastric distress, abdominal cramps, and occasionally, 
vomiting, vague chest pain, and weakness. However, symptoms 
were not present at 15 mg., and symptoms at 30 mg. were mild. 
At high dosages, weakness was common. In dosages of less than 
120 mg. per day, the cramps were not severe enough to warrant 
discontinuation of drug in any case. 

In some subjects, particularly those with mild abdominal 
cramps, symptoms disappeared after the first week of treatment, 
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cytosis may thereby have been exaggerated, it seems probable 
that primaquine, at therapeutic dosages, produces a mild stimu- 
lation of the bone marrow: at very high doses, depression may 
result. Though leukocytosis is not dangerous, it may complicate 
diagnostic problems involving intercurrent infections or the eval- 
uation of acute abdominal pain. Severe neutropenia has not been 
cbserved within the therapeutic range in normal persons. How- 
ever, primaquine should not be given in dosages greater than 
15 mg. per day to patients having concurrent diseases that are 


TABLE 3.—Toxicity of Primaquine Administered for Fourteen Days 


Number of Subjeets 
With a Change Number of Subjeets 


in Hemoglobin with a Change in 
Duily White Blood Countt 
Dose of Plasina Primaquine Methemoglobin.t (‘hange 
Prima- Number mber of Subjects Concentration, of Total Hemoglob in Within Decrease -Leuko- Leuko- 
quine, ot Ha\ Abdominal per Liter —— = ofl..to2  eytosis penia 
Mg. of Subjects - Sta ndard Gm. per 10,000- 
Base ‘Treated 0 1+ 44- Mea an Range Mean Deviation Range 100 Ce 17.000 5.000 
TREATMENT DURING CLINICAL MALARIA 
Primaquine Alone 
10 Ww 6.1 1.74 9.1 4 1 0 
22.5 0 a 4-10 10.2 3.04 G.0-17.5 It 0 0 
wu 0 3 2 0 210.0 144-308 Lia 18.3-21.7 ‘) 1 
Primaquine Concurrently with 2 Gm. of Quinine Sulfate Daily 
33 31 4 0 0 2.2-12.4 $3 3 1) 
4] Bh 0 6.7 2-25 Hs 2.12 1.9-12.2 
oo 4 0 1 1 37.0 21-58 G.8- 9.2 { 
we 0 1 3 1 74-1382 3.29 4 2 
Primaquine Concurrently with 1 Gm, of Chloroquine Base in Ist 24 Hours 
40 1 ] 0 7.9 4.0) 29-199 27 1 ‘) 
TREATMENT IN ABSENCE OF CLINICAL MALARIA 
Primaquine Alone 
30) 31 ? 0 0 ‘ 3.09 3.0-18.8 8 4 0 
Primaquine Concurrently with 1 Gm, of Chloroquine Base in Ist 24 Hours 
123 1] 2 0 0 7A 2.96 1.6-17.5 23 


* Although anorexia was the most common symptom, abdominal cramps most accurately reflected the severity and theretore were ‘chosen. for quan- 


titative evaluation, as follows: 0= no symptoms; 1+ = mild, transient abdominal cramps: 2+ = moderate, repeated abdominal eramps; 3+ = 


persistent abdominal cramps; 4+ = intolerably severe abdominal eramps. 
iT 


i lnethemovlobin values tabulated are the average of the last five days of drug administration. ‘The mean methemoglobin concentration 
1K) normal subjects was 1.8% of the total hemoglobin; standard deviation was 1.10 and the standard error of the mean 0.08 


he incidence of leukocytosis during drug administration was probably 
unequivocally caused by acute intercurrent infeetion have been included. 


ey vere 
ot 


lower than that expressed in the table bee ause all cases except those 


TABLE 4.—Toxicity of Pamaquine Administered for Fourteen Days 


Number of 
Subjeets with a Number of 
Change in Hemoyvlobin  Subjeets with a 
(Change in White 


Duily De- De Blood Count? 
Dose of Plasma Pamaquine Methemorlobin,t Change crease crease 
Pama- Number Number ot Subjeets Concentration, of Total Hemoglobin Within of oof 2.10) Leuko- Leuko 
quine, ot Having ‘Abe fominal Symptoms’ per Liter “~ = 10 to 2.0 to 3.0 eytosis  penia 
Mr. of Subjeets Standard per Gin, Gm. per 10,000. 3,300 
Base ‘Treated 1+ 34 1+ Mean Mean Deviation Ranee Ce, 000 
TREATMENT DURING CLINICAL MALARIA 
Pamaquine Alone 
91.5 1? 1] 1 0 0 10.1 1-124 14 9.1-15.8 0 0 
03 2 2 2 105.8 78-145 12.8 4.018 
Paniagiine Concurrently with 2 Gm. of Quinine Siliate Daily 
7 3 0 6) 33 2.3 1.3- 3.6 7 2 7 
41.5 97 17 1-135 1.5 2.09 9.2 14 ( 


*Although anorexia was the most common symptom, abdominal eramps most aceurately Tetleeted the severity and therefore w 
titative evaluation, as tollows: © = no symptoms: 14 mild, transient abdominal cramps: 24 moderate, repeated abdominal cramps; 


ers ry tent abdominal erampes: ‘44 intolerably severe abdominal eramps. 


The methemoglobin values tebulated are the average of the last five days of drug administration, The mean methemoglobin 
lo norm il subjeets was Ls’ of the total hemoglobin: standard deviation was 1.10 and the standard error of the mewn 0.08 


The incidence ot leukoeytosis during drug administration was probably 
unequivocally caused by acute intercurrent intection have been included. 


while in oiher persons with more severe cramps, the symptoms 
increased during the two weeks of drug administration and con- 
tinued a few days after treatment. Rarely, symptoms of anorexia 
and mild abdominal cramps persisted up to two weeks after 
completion of treatment. 

In this study, all cases of leukocytosis not clearly caused by in- 
tercurrent disease have been included to avoid underestimation 
of the toxic effect of primaquine. While the frequency of leuko- 


e chosen for quan- 
3+ = severe, 
concentration of 


lower than that expressed in the table beeause all cases except those 


characterized by bone marrow depression. Brennecke and co- 
werkers '®° have found that arthritic patients exhibiting leuko- 
penia have increased susceptibility to granulocytopenia during 
primaquine therapy. 


1S. Brennecke, F. E.; Alving, A. S.; Arnold, J.; Bergenstal, D. M.. 
and DeWind, L. T.: A Preliminary Report on the Effect of Certain 
k-aminoquinolines in the Treatment of Rheumatoid Arthritis, J. Lab. and 
Clin. Med. 38: 795-796 (Nov.} 1951. 
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Although mild decrease in hemoglobin occasionally has oc- 
curred at both high and low doses, severe hemolytic anemia has 
not been encountered during this study involving 699 white adults 
receiving primaquine in dosages as high as 240 mg. daily. Severe 
hemolytic anemia, however, has been observed in Negroes after 
dosages as low as 30 mg.'° Because of the potential hemolytic 
activity of the drug, primaquine should not be administered to 
persons having complicating diseases characterized by a hemo- 
lytic tendency. 

Primaquine, at 15 mg. daily, can be administered safely for 
two weeks without special medical supervision. At 30 mg. daily, 
primaquine may occasionally produce minor symptoms but can 
be safely administered to white patients under observation on 
an out-patient basis. At higher dosage schedules, hospitalization 
is desirable. 

Quinacrine (atabrine") potentiates the toxicity of pamaquine !7 
and pentaquine.'* Until the effect of quinacrine on primaquine 
toxicity has been determined, it would seem inadvisable to in- 
stitute primaquine treatment until several weeks have elapsed 
following termination of treatment with this suppressive agent. 
Suppressive agents, at present, should be restricted to quinine 
and chloroquine, of which the latter is the drug of choice. 

A comparison of primaquine and pamaquine can be complete 
only if the toxicity of the two drugs is correlated with their rela- 
tive curative action on an equal weight basis; in this respect 
primaquine is at least four times as effective. 


CONCLUSIONS 


Primaquine has been administered to 699 adult white subjects 
in a dosage range of 10 to 240 mg. per day. On the basis of 
symptoms and laboratory findings it is concluded that, at dosages 
of 15 mg., primaquine may be safely administered daily for two 
weeks without special medical supervision. Adult white patients 
may be followed on an ambulatory basis when receiving doses 
as high as 30 mg. per day. If it is ever used at higher dosages or 
administered to patients having diseases known to affect the 
bone marrow or blood, primaquine should be given only during 
hospital supervision. 

Weekly and semiweekly administration of primaquine for as 
long as 52 weeks in doses of 30 mg. to 50 subjects did not reveal 
dangerous toxicity when combined with 0.3 gm. of chloroquine. 
(All dosages have been expressed in terms of base weight.) 

16. Hockwald, R. S.; Arnold, J.; Clayman, C. B., and Alving, A. S.: 
Toxicity of Primaquine in Negroes, J. A. M. A., this issue, p. 1568. 

17. Earle, D. P., Jr.; Bigelow, F. S.; Zubrod, C. G., and Kane, C. A.: 
Studies on Chemotherapy of the Human Malarias: IX. Effect of Pama- 


quine on the Blood Cells of Man, J. Clin. Investigation 27: 121-129 
(May) 1948. 

18. Atchley, J. A., and others: Reactions Observed During Treatment 
with Pentaquine, Administered with Quinacrine (Atabrine®), Metachlori- 
dine (S. N. 11,437), and with Sulfadiazine, J. Nat. Malaria Soc. 7: 118- 
124 (June) 1948. 


4. TOXICITY OF PRIMAQUINE IN NEGROES 


Capt. Robert §. Hockwald, Major John Arnold, and 
Capt. Charles B. Clayman, (MC), United States Army 
Alf §. Alving, M.D., Chicago 


Hemolytic reactions during antimalarial therapy have proved 
to be a limiting factor in the use of 8-aminoquinolines for the 
cure of vivax malaria. The most severe type of reaction is clini- 
cally identical to blackwater fever, and is characterized by mas- 
sive, explosive, intravascular hemolysis with hemoglobinemia 
and hemoglobinuria, which constitutes @, medical emergency 
necessitating immediate transfusions. Acute hemolysis has been 
observed during the therapeutic use of a number of 8-amino- 
quinolines, for example, pamaquine,' pentaquine,” and isopenta- 
quine.* The incidence of hemolytic reactions is higher in the 
dark-skinned races. According to Earle and co-workers,' 5 to 
10% of Negroes contract acute hemolysis when given 30 mg. 
or more of pamaquine daily. Only 1% of white subjects studied 
by him contracted hemolysis which, however, was not acute. 

PROCEDURES 

Dosage Schedules.—Primaquine * 8 -(4-amino-1-methylbutyl- 
amino)-6-methoxy quinoline, 30 mg. of base daily, was admin- 
istered orally in single or divided doses to 110 normal male 
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Negro volunteers at Stateville Penitentiary. The men ranged in 
weight from 130 to 240 Ib.; the average being 165 Ib. Prima- 
quine was given, alone or concurrently with quinine or chloro- 
quine, for 14 days. This dose is slightly larger than that usually 
recommended for therapy. 


The following four schedules were used: 

1. Fifty men were given 30 mg. of primaquine base in a single daily 
cose for 14 days. 

2. Twenty-five men were given 30 mg. of primaquine base daily con- 
currently with 2 gm. of quinine sulfate (1.64 gm. of base) daily for 14 
days (both drugs were administered in six divided doses). 

3. Twenty-five men were given 30 mg. of primaquine base in a single 
daily dose for 14 days concurrently with single doses of chloroquine base, 
6.6 gm. on the first day and 0.45 gm. on the second day. 

4. Ten men were given 30 mg. of primaquine base for 14 days con- 
currently with chloroquine base, 0.6 gm. on the first day, 0.45 gm. on 
the second day, and 0.3 gm. on each of the next 12 days. Both drugs 
were administered in single daily doses. 


The men contracting severe anemia while receiving the 30 
mg. dosage subsequently were given 15 mg. of primaquine base 
orally once daily for 14 Gays to determine whether the reduced 
dosage would also produce hemolysis. 

Later, the same subjects were given pamaquine orally, 30 mg. 
of base once daily, to compare the hemolysis with that produced 
by 30 mg. of primaquine base. 

Primaquine, 15 mg. of base, was administered orally, once 
daily, for 14 days to a second group of 50 normal male Negro 
volunteers. These men ranged in weight from 127 to 211 Ib., 
the average being 161 Ib. The primaquine was given alone 
or concurrently with chloroquine, 0.6 gm. of base on the first 
day and 0.45 gm. on the second day. This dose of primaquine 
has been adopted for routine interim treatment of malaria in 
Korean veterans.° 

Special Observations and Laboratory Studies —Each man was 
questioned daily to detect unusual symptoms. Methemoglobin 
and hemoglobin levels were determined daily, three and seven 
days after drug administration was completed. A white blood 
cell count was taken initially, every two days while the drug 
was being given, and three and seven days afterward. Differen- 
tial white counts were performed initially and thereafter if any 
significant change in the total white count occurred. A urinalysis 
was performed before the drug was given, and was later re- 
peated if a marked drop in hemoglobin occurred. The following 
liver function tests were performed on 32 of the men receiving 
the 30 mg. dosage: total plasma proteins,” 30-minute brom- 
sulphalein retention test,’ serum bilirubin (direct and indirect),* 
thymol turbidity.” Red blood cells from men who developed 
severe anemia were tested for osmotic fragility and sickling.'” 

Severity of hemolytic reactions was evaluated in the follow- 
ing manner: 


1. Earle, D. P., Jr.; Bigelow, F. S.; Zubrod, C. B., and Kane, C. A.: 
Studies on Chemotherapy of Human Malarias: IX. Effect of Pamaquine 
on the Blood Cells of Man, J. Clin. Investigation 27: 121-129 (May) 
1948. 

2. Coatney, G. R., and others: Studies in Human Malaria: XXVII. 
Observations on Use of Pentaquine in Prevention and Treatment of 
Chesson Strain Vivax Malaria, J. Nat. Malaria Soc. 9: 222-232 (Sept.) 
1950. Atchley, J. A., and others: Reactions Observed During Treatment 
with Pentaquine, Administered with Quinacrine (Atabrine ®), Metachlori- 
dine (S. N. 11, 437), and with Sulfadiazine, J. Nat. Malaria Soc. 7: 118- 
124 (June) 1948, 

3. Brown, J. B.: personal communication to the authors. 

4. The authors are indebted to Dr. Marlin Leffler of the Abbott 
Laboratories, North Chicago, Hlinois; Dr. C. E. Roach of Eli Lilly and 
Company, Indianapolis, and Dr. Justus B. Rice of Winthrop-Stearns, Inc., 
New York, for providing supplies of primaquine. 

5. Returning Korean Veterans to Receive New Anti-malarial Drug, 
Department of the Army, Office of the Surgeon General, Technical 
Information Office, Technical Release dated Oct. 19, 1951. 

6. Phillips, R. A.; Van Slyke, D. D.; Dole, V. P.; Emerson, K., Jr.; 
Hamilton, P. B., and Archibald, R. M.: Copper Sulfate Method for 
Measuring Specific Gravities of Whole Blood and Plasma, Bull. U. S. 
Army Med. Dept. 71 (Dec.), 1943, pp. 66-83. 

7. Rosenthal, 8S. M., and White, E. C.: Clinical Application of Brom- 
sulphalein Test for Hepatic Function, J. A. M. A. 84: 1112-1114 (April 
11) 1925. 

8. Malloy, H. T., and Evelyn, K. A.: Determination of Bilirubin with 
the Photoelectric Colorimeter, J. Biol. Chem. 119: 481-490 (July) 1937. 

9. Shank, R. E., and Hoagland, C. L.: Modified Method for Quanti- 


tative Determination of Thymol Turbidity Reaction of Serum, J. Biol. 
Chem. 162: 133-138 (Jan.) 1946. 

10. Wintrobe, M. M.: Clinical Hematology, Philadelphia, Lea and 
Febiger, 1942, pp. 82 and 407. 
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No anemia: A variation in hemoglobin from the initial deter- 
mination of 1 gm. per 100 cc. or less. (Some men had a smali 
rise in hemoglobin during the 14 days.) 

Mild anemia: A decrease in hemoglobin of 1.1 to 4 gm. per 
100 cc. during 14 days. 

Moderate anemia: A decrease in hemoglobin of more than 4 
gm. per 100 cc. during 14 days. 

Severe anemia: A decrease in hemoglobin which necessitated 
discontinuation of the drug before 14 days 

Acute mtravascular hemolysis: Explosive hemolysis with gross 
hemoglobinemia and hemoglobinuria, resembling malarial black- 
water fever. frequently complicated by acute renal shutdown. 

RESULTS 

Group Receiving 30 Me. of Base Daily.—One hundred ten 
Negroes received 30 mg. of primaquine daily, 105 of whom 
were able to complete the 14 day schedule. No acute imtravascu- 
lar hemolysis occurred, but mild anemia developed in 17 men. 
For these 17 men. the mean decrease in hemoglobin was 1.8 gm. 
per 100 cc. and the standard deviation was +0.72. Five men 
contracted severe anemia. which necessitated discontinuation of 
the drug after four to nime days (fig. 1-5). In the latter group, 
hemolysis commenced after three to five days. These five men 
had elevated serum bilirubin and four of them passed dark- 
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DAY OF DRUG ADMINISTRATION 
Fig. 1 —Comperonm of the bemolvti effects of primaguime and pama- 
quine im ome of five Negroes who had sewere amemia. This man had the 
least severe reaction, and was the only ome who mever passed grossly 
discolored urime 


colored urine during one or two days before the drug was 
stopped. The urine of one of the four was burgundy-colored. 
This man received quinine concurrently with the primaquine 
(fig. 5). None of the men had red-colored plasma. Red cells from 
the five men with severe anemia were tested for osmotic fragility 
and sickling. The results were mormal. There were no abnor- 
malities in the other laboratory examinations of any of the 110 
men studied, and none of the men had subjective complaints of 
clinical importance. Leukopenia did not develop. The mear 
change in methemoglobin concentration was +0.4 gm. per 100 
cc. There was no correlation between the degree of methemo- 
globinemia and hemolysis. 

After complete recovery. the five men whose medication had 
been stopped because of severe anemia were given 15 mg. of 
base. one-half the original dose of primaguine. daily for 14 days 
to determine if the reduced dosage would also produce hemoly- 
sis. Four of the men contracted mild anemia (fig. 1, 3, 4, 5) 
more slowly than during the higher dosage of drug. One man 
did not contract anemia (fig. 2). In a single subject, the drug 
was discontinued before 14 days, and this was probably done 
unnecessarily (fg. 1). 

Later these five men were given pamaquine, 30 mg. of base 
in 2 single dose daily. All five became severely amemic which 
necessitated discontinuation of the drug (fig. 1-5). The urine 
of four of the men became dark-colored. In only one subject 
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was the urine benzidine positive; he was the man whose urine 
had become burgundy-colored while he was on the 30 mg. dosage 
of primaguine (fig. 5). Methemoglobin formation was slight and 
leukopenia did not develop. None of the men had red-colored 
plasma. 

All men who had severe anemia recovered spontaneously in 
2 to 3 weeks; transfusions were not necessary. 
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Fig. 2.—Comparison of the hemolytic effects of primaquine and pama- 


guine in one of five Negroes who had severe anemia. This man had a 
moderately severe reaction. 


Group Receiving 15 Mg. of Base Daily.—In another group 
of 50 men who received 15 mg. of primaquine base once a day 
for 14 days, 12 had mild anemia. In these 12 men the mean 
decrease in hemoglobin was 2 gm. per 100 cc. and the standard 
deviation was +0.75. Anemia of any greater degree was not pro- 
duced. The mean change in methemoglobin concentration was 
+0.2 gm. per 100 cc. All men were able to complete the 14 
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Fig. 3.—Comparison of the hemolytic effects of primaquine and pama- 


guine mm One of five Negroes who had severe anemia. This man had a 
moderately severe reaction. 


day course of drug administration. There were no abnormal 
findings in the other laboratory examinations of the 50 men 
studied, and none of the men had complaints of clinical impor- 
tance. 


DISCUSSION 
Primaquine, 30 mg. of base, was administered daily to 110 
Negro volunteers at the Illinois State Penitentiary (Stateville). 
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Severe anemia developed in five of the men, which necessitated 
discontinuation of the drug before 14 days of administration was 
completed. The five men were later given pamaquine, 30 mg. of 
base daily, and anemia of a similar magnitude developed. 
Within the group of five volunteers who had severe reactions, 
it is possible to subdivide the degree of hemolysis further. In 
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quine in one of five Negroes who had severe anemia. This man had a 
moderately severe reaction 


the man having the least severe reaction (fig. 1), the urine re- 
mained of normal color, although the serum bilirubin was ele- 
vated. It was subsequently noted during administration of 15 
mg. of primaquine that, after an initial drop, the hemoglobin 
level became relatively stabilized. In retrospect, it theretore 
seems that medication was stopped during both periods of prima- 
quine administration betore it was urgent. This opinion is further 
strengthened by the fact that this man was later able to tolerate 
pamaquine in daily doses of 30 mg. for 11 days, even though 
the initial rate of fall during administration of pamaquine was 
almost identical to the decrease when 30 mg. of primaquine had 
been given to him. The other four men demonstrated more rapid 
hemolysis (fig. 2-5) and in one of them the reaction nearly ap- 
proached the severity of blackwater fever (fig. 5). He passed 
burgundy-colored urine during administration of primaquine and 
brown urine, which was benzidine positive. during administra- 
tion of pamaquine. 

Although all of the men had highly colored (yellow to brown) 
plasma, none had red-colored plasma: and the hemolysis was 
not explosive as in malarial blackwater fever. 

Fifteen milligrams of primaquine base was well tolerated by 
the five men in whom severe anemia developed and by 50 other 
Negro volunteers. 

These studies, while in progress, served in part as a basis for 
choosing 15 mg. of primaquine for use in extensive field trials 
to cure vivax malaria acquired in Korea. The relative safety 


11. Radke. R. A.; Polskin. L. Alving, A. S.. and Arnold. J.: 
Unpublished data 

12. Alving, A. S.; Arnold, J.. and Robinson, D. H.: Unpublished data 

13. Thaeler, A. D., Jr.; Arnold, J.. and Alving, A. S.: Field Studies 
of Primaquine in Nicaragua, presented at the Annual Meetings of the 
National Maiaria Society, Chicago, Nov. 14-17, 19451 

14. Blake, W. D.: Methemalbumin: II. Effect of Pamaquine and Quinine 
in Pathways of Hemoglobin Metabolism, J. Clin. Investigation 27: 144- 
180 (May) 1948 

15. Four of the five men who contracted hemolysis with each program 
of drug administration, including 30 mg. of pamaquine base alone, were 
later given pamaquine, 27 mg. of base, concurrently with quinine, 1.64 gm 
of base, daily to determine if there was any iticreased hemolysis 
men had severe hemolysis but the rate was approximately the 


These 
same as 
that developing with pamaquine alone. The gastrointestinal complaimts were 
yreatly increased when quinine was given, and the hemolysis continued for 
a longer period after the drug was discontinued 

16. Taggart, J. V Personal communication to the authors we 

17. Findlay, G. M.: Recent Advances tn Chemotherapy (Volume It), 
Philadeiphia, The Blakiston Company, 1951, pp. 226-227 
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of administering this dose to Negroes was confirmed by studies 
on 52 Negroes from the enlisted personnel at Fort Knox, Ken- 
tucky, with the cooperation of the United States Army,!! by 
Studies on 268 Negro veterans from Korea on shipboard be- 
tween Japan and the United States with the cooperation of the 
United States Army and Navy and the Military Sea Transport 
Service,'? and by studies on 317 Nicaraguan natives who had 
a mixture of Indian and Negro bloods. 

Blake |! reported that pamaquine and quinine act synergisti- 
cally to cause increased hemoglobin catabolism. In these studies, 
30 mg. of primaquine base was administered alone or with qui- 
nine or chloroquine. Each series, however, was too small to de- 
termine whether either of these suppressive drugs increased the 
hemolytic tendency of primaquine.'* 

There was no correlation between methemoglobin formation 
and hemolysis. 

Except for the hemolysis, the men tested showed no evidence 
of toxicity, and their status during drug administration was sim- 
ilar to that of light-skinned Caucasians given identical doses. 

The tendency to hemolytic reactions during administration of 
primaquine is probably not limited to Negroes, but represents 
an intrinsic danger to several racial groups. More deeply pig- 
mented persons may have a special predilection to hemolysis 
during treatment with primaquine, as they have during adminis- 
tration of pamaquine.' Taggart!’ has observed a hemolytic 
reaction of moderate severity in a Caucasian, a Hindu, who 
received 30 mg. of primaquine base daily concurrently with 
quinine. 

Because of reports that quinacrine increases the toxicity of 
S-aminoquinolines,'* its concurrent use with primaquine should 
be avoided until more information has been accumulated. 

Primaquine should not be used to cure vivax malaria in per- 
sons having a concurrent disease characterized by a hemolytic 
tendency. Thaeler '> has found, however, that primaquine may 
be administered safely to mestizoes (persons having a mixture 
ot white, Indian, and Negro blood) in the presence of severe 
anemia caused by accompanying malnutrition and infestation 
with intestinal parasites. 

CONCLUSIONS 

1. Primaquine in doses of 30 mg. of base Is too toxic to be 
used in Negroes without close medical supervision. Although 
subjective complaints were negligible, 5% of 110 volunteer sub- 
jects contracted severe and progressive anemia. The anemia was 
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Fig. 5.—Comparison of the hemolytic effects of primaquine and pama 


quine in one of five Negroes who had severe anemia. This man had the 
most severe reaction 


of the same order of magnitude as that developing after the 
administration of pamaquine, 30 mg. of base daily. 

2. Studies herein reported indicate that primaquine, 15 mg. of 
base, can be given safely to adult Negroes for 14 days without 
special medical supervision. These findings have been confirmed 
in expanded field studies in military and civilian installations, 
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COUNCIL ON FOODS 
AND NUTRITION 


ACCEPTED FOODS 


The following products have been accepted as conforming to 
the rules of the Council. 


James R. Witson, M.D., Secretary. 


The Bib Corporation, Lakeland, Fla. 
Bib Brand Orange-Apricot Juice for Babies. 

Ingredients: Single strength orange juice prepared from 
Florida oranges specially selected for their natural high ascorbic 
acid content; fresh apricot puree processed from mature fresh 
Blenheim—variety apricots and minimal addition of dextrose for 
standardizing flavor to maintain the brix solids in this product 
at approximately 20°. 

The percentage of apricot and orange used in this product 
may vary Slightly from time to time, depending upon the natural 
ascorbic acid in the oranges used, so as to maintain a minimum 
of no less than 30 mg./100 cc. in each 4-ounce can when packed, 
as Well as to maintain uniformity of flavor. 

U’se.—For use where babies and young children do not take 
Orange juice or in situations where flavor changes might be 
desirable. 


Bib Brand Prune-Orange Juice for Babies. 


Ingredients: Prune juice 20 to 21° solids is processed from 
prune puree produced from Santa Clara variety prunes; Orange 
juice—single strength prepared from Florida oranges specially 
selected for their natural high ascorbic acid content, and a mini- 
mal addition of dextrose for standardizing flavor to maintain the 
brix solids in this product at approximately 20°. 

The percentage of prune juice and orange juice used in this 
product may vary slightly from time to time, depending upon 
the natural ascorbic acid in the oranges used, so as to maintain 
a minimum of no less than 30 mg./100 cc. of natural ascorbic 
acid in each 4-ounce can when packed, as well as to maintain 
uniformity of flavor. 

Use.—For use as a valuable supplementary source of natural 
ascorbic acid for infants and young children when a change 
from orange juice is desired or prescribed by the doctor for its 
mild laxative effect. 


The Baker Laboratories, Inc., Cleveland, Ohio 
Varamel. 


Ingredients: A highly nutritious formula base made from 
grade A (U.S.P.H.S.) cows’ milk in which the milk fat has been 
replaced by coconut oil, destearinated beef fat, and corn oil; with 
the addition of Vitamin A palmitate, activated 7-dehydrocho- 
lesterol, thiamine, niacinamide, and iron ammonium citrate. 

Analysis (submitted by manufacturer)—Total solids 20, 
moisture 80%, ash fat protein 4.9%, carbohydrate 
calcium 0.19%, phosphorus 0.156, iron 0.0016‘. 


Vitamins Amounts per Quart* 


2500 U.S.P. Units 
800 U.S.P. Un.ts 


Vitamin A 
Vitamin D . 


Vitamin C none 
*When diluted with an equal part of water. - 


Calories.—32 per fluid ounce. 
l'se.—For use in infant feeding. 
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Winthrop-Stearns, Inc., New York 
Essenamine’ Powder. 


Ingredients: Lactalbumin and carboxymethylcellulose. 

Analysis (submitted by manufacturer)—Total solids 96.0, 
moisture 4.0°, protein (N x 6.62) 96%, sodium 0.237, chlor- 
ides 0.3, ash 2.0%. 

Calories.—4.0 per gram; 113.4 per ounce. 

L'se.—For conditions that require an increased intake of 
protein. 


Essenamine’§ Compound Powder—Vanillin Flavored. 

Ingredients: Essenamine® Powder; carob gum, powdered; 
sucrose, U.S.P. powder: saccharin sodium, U.S.P. powder; vanil- 
lin, U.S.P., and coumarin, N.F. 

Analysis (submitted by manufacturer).—Total solids 97.0%, 
moisture ash protein (N x 6.62) 63, carbohydrate 
(from cane sugar) 25.0, sodium 0.16%, chlorides 0.2%. 

Calories.—3.5 per gram: 99.2 per ounce. 

L'se.—For conditions that require an increased intake of 
protein. 

Essenamine’ Compound Granules—Vanillin Flavored. 

Ingredients: Essenamine" Powder; dextrose, anhydrous; vanil- 
lin, U.S.P. and coumarin, N.F. 

Analysis (submitted by manufacturer).—Total solids 97.0%, 
moisture, 3.0 , ash 1.4%, protein (N x 6.62) 63°, carbohydrate 
(dextrose) 30.0°, sodium 0.16%, chlorides 0.2%. 

Calories.—4 per gram: 113.4 per ounce. 

U’se.—For conditions that require an increased intake of 
protein. 


Beech-Nut Packing Company, Canajoharie, N. Y. 
Beech-Nut Junior Creamed Spinach (Chopped). 

Ingredients: Spinach, milk, cornstarch, cream, salt, dehydrated 
onions, and sufficient water for preparation. 

Analysis (submitted by manufacturer).—Total solids 9.9%, 
moisture 90.16. ash 1.25%, fat 1.69%, protein (N x 6.25) 
2.06, crude fiber 0.44°°, carbohydrates other than crude fiber 
(by difference) 4.1. 


Vitamins and Minerals Per 100 Gm. 
Vitamin A 2830 i). 
Thiamine Hydrochloride ...... 0.01 mg. 
Nicotinic acid 0.25 mg 


Culories.—0.45 per gram; 12.8 per ounce. 
Use.—For use in the feeding of older intants and young 
children. 


The Cream of Wheat Corporation, Minneapolis. 
Zing! Wheat Germ. 

Ingredients: Wheat germ and malt syrup. 

Analysis (submitted by manufacturer).—Total solids 93.3 
to 92.0°,, moisture 6.7% to 8.0%, ash 4.2% to 4.8%, fat (ether 
extract) 10.6 to 13.4%, protein 28.8% to 33.4%. 


Vitamins and Minerals 100 Gm. 


Thiamine 2.2—3.4 
O.S 
locopherols ek 44.0 


Calories.—4.02 per gram, 114 per ounce. 

U'se.—A food supplement providing the nutrients of wheat 
germ as indicated above. May be eaten alone as cereal or in 
combination with other toods. 
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SOCIALIZED MEDICINE— 
THE INTERNATIONAL WAY 


During the past several years the American medical 
profession, together with thousands of national, state, 
and local organizations, representing a cross section of 
all Americans, have communicated their definite oppo- 
sition to “socialized medicine” to their state and federal 
Senators and Representatives. As a result it has become 
apparent to members of state legislatures and the Con- 
gress that compulsory health insurance would not only 
destroy the present high quality of medical care in this 
country but that it would endanger the basic American 
freedoms. 

Although the battle against the proponents of political 
medicine has been won, at least temporarily, in our state 
legislatures and in the Congress, we are in danger of 
losing the war through an international approach. In our 
enthusiasm to espouse such principles as “fundamental 
human rights,” “social progress,” and “international 
peace and security,” we have aided and abetted the 
activities of these forces. Through the wholesale approval 
of treaties, conventions, and executive agreements, our 
international representatives have placed not only Amer- 
ican medicine but our national sovereignty and our Con- 
stitution in jeopardy. 

Socialism by treaty is now a greater threat than 
socialism by domestic legislation, principally because the 
possibility of political and economic regimentation from 
an external source is not widely recognized. The public 
is unaware of the dangers inherent in the treaty-making 
power because, during the first 150 years of our republic, 
treaties concerned only the relationship between the 
United States and other sovereign states. Their attempted 
use to define the relationship between American citizens 
and their own government is a recent development—a 
development, however, which can result in the subtle 


1. The World Medical Association, Organization Section, J. A. M.A. 
149: 488 (May 31) 1952. Statement of Dr. Louis H. Bauer Re Inter- 


national Labor Organization and World Medical Association and Resolu- 


tions on Amendment to Constitution of the United States (S.J.R. 130), 
Organization Section, ibid. 149: 869 (June 28) 1952. Resolutions on 
International Labor Organization Attempt to Socialize Medicine, ibid., 
149: 938 (July 5) 1952 


J.A.M.A., Aug. 23, 1952 


realization of the socialist’s dream of cradle-to-the-grave 
security. 

A recent covenant, entitled “Minimum Standards of 
Social Security,” approved by the International Labor 
Organization in Geneva in June, 1952, envisions govern- 
ment benefits in nine fields of social security—medical 
care, sickness benefits, unemployment benefits, old age 
pensions, employment injury benefits, family allowances, 
maternity benefits, invalid benefits, and survivors’ bene- 
fits. While the medical benefits in the covenant are 
carefully distributed through the document, when they 
are considered together they constitute “socialized medi- 
cine.” 

Statements on the I. L. O. have appeared recently in 
THE JOURNAL.' In this issue (page 1574) are additional 
statements that should interest all who are interested in 
the prevention of the deterioration of medical care 
through domination by the federal government. 


PLACEMENT ASSISTANCE ON RELEASE 
FROM MILITARY SERVICE 


The American Medical Association has_ recently 
initiated a new program designed to acquaint physicians 
being released from active military service with existing 
medical opportunities, and to assist State Selective Serv- 
ice Medical Advisory Committees in replacing deferred 
physicians classified in priority 1 under the “Doctor 
Draft Law.” 

This program, which was inaugurated by the Council 
on National Emergency Medical Service with the co- 
operation of the Department of Defense and the Selective 
Service System, has the enthusiastic endorsement of the 
state medical societies and the chairmen of Selective 
Service Medical Advisory Committees. 

The names of physicians to be released from service 
and other necessary information will be supplied to the 
Council on National Emergency Medical Service by the 
offices of the three Surgeon Generals. The Council will 
communicate with each of these physicians to determine 
in general their post-service plans, their medical qualifi- 
cations and specialty, as well as the state in which they 
prefer to work. 

The names of physicians interested in receiving addi- 
tional information will then be broken down by states 
and sent to State Selective Service Medical Advisory 
Committees. While these names are being forwarded 
primarily as names of potential replacements for deferred 
priority 1 physicians, further action, if any, with respect 
to them will depend entirely on the wishes and desires 
of the advisory committees. This same information will 
be made available to the state medical societies through 
the Physicians’ Placement Service of the Council on 
Medical Service in accordance with current procedures. 
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It is the earnest hope of the Association that the pro- 
gram will be of real assistance to individual physicians 
and to the state medical societies, and that it will be 
successful in the satisfactory placement of many physi. 
cians upon their release from active duty. 


PRIMAQUINE FOR VIVAX MALARIA 


Elsewhere in THE JOURNAL (p. 1558) are four 
reports on malaria and drugs used in control of this 
disease. These reports provide much practical informa- 
tion for the medical profession and at the same time raise 
some points not previously appreciated by those not 
close to this field of investigation. Studies undertaken by 
the authors of the Council-sponsored reports and some 
of the results of studies on malaria therapy jointly under- 
taken by the Medical Research and Development Board 
of the United States Army, the United States Public 
Health Service, and the Subcommittee on Malaria of the 
Committee on Medicine of the National Research Coun- 
cil bring to the physicians of the United States a very 
practical problem. 

When our forces entered Korea in the summer of 
1950, chloroquine was administered routinely for the 
suppression of malaria. Chloroquine is an excellent sup- 
pressive drug, but it does not prevent infection with the 
malaria parasite. In the spring of 1951, when large num- 
bers of troops were returned to the United States and 
use of suppressive chloroquine was discontinued, attacks 
of malaria began to occur in Korean returnees and in- 
creased in frequency, reaching a peak of more than 600 
attacks per week. Acute attacks treated with chloroquine 
were promptly terminated, but relapses occurred after 
treatment with the same frequency as in other types of 
vivax malaria. This prompted the inauguration of a pro- 
gram to evaluate the effectiveness of primaquine, a new 
8-aminoquinoline, reported to be superior to pamaquine 
as a curative agent for vivax malaria. Up to the present 
time the limited supply of primaquine has necessitated 
restricting its use to military installations and to other 
groups included in the studies carried out by the several 
participant agencies. Because of improved methods of 
synthesis moderate quantities of the drug will shortly 
become available. Studies of the toxicity and therapeutic 
effectiveness of primaquine have been in progress at sev- 
eral military installations. Final evaluation of the thera- 
peutic studies will not be possible until the fall of 1952; 
however, because the incidence of malaria in Korean 
returnees is increasing rapidly and because primaquine is 
now available at military installations, this preliminary 
summary is presented. 

It has been demonstrated that a single dose of 15 mg. 
of primaquine (base) daily for 14 consecutive days will 


reduce the relapse rate of Korean malaria to less than 
1%. In a control group of more than 450 patients, 
treated with chloroquine alone, and followed to date, the 
relapse rate is 30% and is still increasing; in a similar 
group treated with the same dose of chloroquine, plus 
primaquine in doses of 15 mg. (base) daily for 14 days, 
there has been only one relapse. 

In a detailed study of toxicity, primaquine was ad- 
ministered to over 300 natives in a jungle area of Nica- 
ragua, in the United States to 1,500 persons at full duty 
on land, and to 2,700 persons returning from Korea by 
sea, without evidence of toxicity. In more than 500 pa- 
tients with malaria who were treated with primaquine in 
combination with chloroquine, no untoward reactions 
have been observed. While it is apparent that the toxicity 
of primaquine in a dosage of 15 mg. (base) per day for 
14 days is minimal, it should be pointed out that this 
agent has all the potential toxicity of pamaquine (hemo- 
lytic anemia, bone marrow depression, methemoglobi- 
nemia, and abdominal pain), when given at higher doses. 
However, the maximum tolerated dose of primaquine in 
white subjects is more than twice the maximum tolerated 
dose of pamaquine, and the minimum curative dose of 
primaquine is less than one-fourth that of pamaquine. 
Like pamaquine, primaquine is more toxic for Negroes 
than for Caucasians. It has been shown that primaquine, 
in doses of 30 mg. (base) per day for 14 days, will occa- 
sionally produce hemolytic anemia in Negroes. This has 
not been observed in military installations where dosages 
of 15 mg. (base) per day have been employed. Data 
available at this time clearly indicate the following con- 
clusions. 

1. The recommended regimen for the treatment of an 
acute attack is chloroquine, three doses of 0.3 gm. (base) 
during the first 24 hours, followed by 0.3 gm. (base) 
daily for two days. Primaquine, in doses of 15 mg. (base) 
daily, is started simultaneously with chloroquine and 
continued for 14 consecutive days. 

2. Primaquine in doses of 15 mg. (base) per day for 
14 days will produce radical cure of Korean vivax 
malaria, in most persons, by destroying the tissue phases 
of the parasite. Because primaquine is relatively ineffec- 
tive in destroying the blood stages of the parasite, it 
should be used in combination with chloroquine in the 
treatment of acute attacks of vivax malaria. 

3. When primaquine is used at this dosage, no signifi- 
cant toxicity is to be expected in the lightly pigmented 
races, and it may be administered to the deeply pig- 
mented races under the minimal medical supervision 
available on troop transport ships. The possibility of a 
hemolytic reaction should be kept in mind if the patient 
is deeply pigmented, and the blood hemoglobin concen- 
tration determined if extremely dark or brown urine is 
observed. 
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The May 31 issue of THE JouRNAL, page 489, carried the state- 
ment that the World Medical Association had prepared on medi- 
cal aspects of social security in view of the International Labor 
Office’s proposed international standards for Ccradle-to-grave so- 
cial security. The May 31 issue also described the efforts that 
W. M.A. had made and would make to present these views be- 
fore this international body with treaty formulation authority. 

The 1. L. O. conference was held in June. Despite a vigorous 
contest over whether the social security standards should be a 
recommendation or a convention (international treaty) binding 
on ratifying members, the social security standards were adopted 
as a convention by the required two-thirds vote, including three 
of the four American votes. 

Membership obligation under the 1. L. O. constitution requires 
that the instrument be submitted by its members, including the 
United States, to their proper authorities for ratification or rejec- 
tion and for appropriate legislation. Thus there is a series of 
questions respecting the international and domestic significance 
of this new instrument, especially its provisions relating to social 
security medical programs. 

The views of W. M. A. were presented to the Social Security 
Committee of the 1. L. O. The report of that committee to the 
Plenary Session on the proposed social security standards states: 

“The Conference added to the committee as a technical expert 
without power to vote, Dr. Mavystre, a representative of the 
World Medical Association. Dr. Mavstre submitted to the com- 
mittee a statement of the views of the World Medical Association 
concerning the provision of health services under social security 
schemes.” 

The report also states, “The Committee .. . rejected by a very 
large majority a proposal to delete Part H altogether .. .” Part 
Il contains the broad medical care social security program. The 
report further states: 

“An emplover member submitted a new Article establishing 
general principles to be observed in the provision of medical care 
... The author explained that this amendment was based on the 
statement made by the World Medical Association . . . lt seemed 
reasonable that the proposed instrument should contain not only 
quantitative but also qualitative provisions .. . The Committee, 
however, by a very large majority . . . did not deem it advisable 
to do so...” 

The “emplover member” who submitted and fought for both 
of the above amendments was Leonard J. Calhoun, Washington 
attorney and social security expert. His observations as to the 
hackeground of the 1. L. O., its actions respecting social security 
medicine, and the international and domestic significance of the 
adoption of the new convention are of such interest that these 
are given below.—ED. 


MEDICAL CARE AND THE INTERNATIONAL 
SOCIAL SECURITY TREATY 


Leonard J. Calhoun. Washineton, D. C. 


In the domestic drive for socialized medicine, defeat of the 
Wagner-Murray-Dingell bill (the cradle-to-the-grave medical and 
cash benefits proposal) proved to be only an opening skirmish. 
The final outcome may be importantly affected by actions taken 
in far-away Geneva. Switzerland, at the International Labor 
Conterence. This conference has just exercised its authority of 
formulating international treaties in its adoption of the so-called 
“Social Security Minimum Standards Convention of 1952.” 

Minimum Medical Standards.—The principal provisions of the 
treaty relating to medical care are found in “Part Il, Medical 
Care.” The scope of the medical benefits is specified in articles 
8. 10 and 12, which read as follows: 

“Article 8. The contingencies covered shall include any mor- 
bid condition, whatever its Cause, and pregnancy and confinement 
and their consequences.” 


“Article 10. The benefit shall include at least 

(a) In case of a morbid condition 

(i) general practitioner care, including domiciliary 
visiting: 

(ii) specialist care at hospitals for in-patients and out- 
patients, and such specialist care as may be available 
outside hospitals; 

(iii) the essential pharmaceutical supplies as prescribed 
by medical or other qualified practitioners; and 

(iv) hospitalisation where necessary; and 

(b) in case of pregnancy and confinement and their con- 
sequences 
pre-natal, confinement and post-natal care either by 
medical practitioners or by qualified midwives: and 

(ii) hospitalisation where necessary.” 

“Article 12. The benefit... shall be throughout the conting- 
ency ... except that, in case of a morbid condition, its duration 
may be limited to 26 weeks in each case, but. . . provision shall 
be made to enable the limit to be extended for prescribed diseases 
recognized as entailing prolonged care.” 

On first consideration it might seem difficult to formulate any 
great broadening of the above provisions. The worker block pro- 
posed an amendment adding dental care. The American employ- 
er representative raised a point of inquiry. The convention was 
dealing with “minimum standards.” If dental care were added, 
would there be a great difference between the “minimum stan- 
dards” and the “advanced standards”? This amendment was 
defeated. 

The scope of the minimum standards, covering not only gen- 
eral medical care but eight other programs, was such that the 
Social Security Committee did not have time to consider the 
advanced social security standards treaty, and it had to be post- 
poned. The tentative text of the “advanced standards” adds the 
following to the medical care required under the minimum 
standards treaty: (1) specialist care without the minimum stan- 
dards limitation; (2) dental care and supplies; (3) nursing care at 
home as well as in hospitals; (4) “maintenance in hospitals, con- 
valescent homes, sanatoria or other medical institutions’; (5) 
“prosthetic appliances, kept in repair, and eyeglasses,” in addition 
to pharmaceuticals: and (6) care of professionals “legally recog- 
nized as allied to the medical profession” as well as physicians. 


— 


Questions Concerning the I. L. O. Treaty 

What ts this International Labor Organization? What author- 
ity does it have for formulating treaties? Is the United States a 
member, and did it participate in formulating and vote for adop- 
tion of these medical and other social security standards as a 
treaty? Does this treaty affect us? These are inquiries deserving 
answers. 

Background of 1. L. O. Treaty Formulation.—For many 
decades preceding the formation of I. L. O. in 1919 as an ad- 
junct to the League of Nations, there had been a series of inter- 
national conferences on labor. These, however, with the excep- 
tion of an unproductive conference of governments called by 
Kaiser Wilhelm, had no authority to frame conventions (inter- 
national treaties). Instead, they were conferences of labor unions 
and, at times, of employers, who could only pass resolutions and 
recommendations, which were by and large ignored. 

With the establishment of I. L. O. came the authority for 
framing international labor conventions (treaties). Its unique 
organization—with 60-odd governments as members but each 
providing a representative of its employers and a representative 
of its employees, as well as two government representatives— 
afforded labor and employer representatives the opportunity of 
participating in the framing of instruments in the nature of inter- 
national treaties, binding on all ratifying countries. The United 
States has been a member since 1934, and reaffirmed its member- 
ship after World War Il and the broadening of the I. L. O. 
constitution. 
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Basis of Social Security Standards Treaty.—Besides what might 
be classed as normal subject matter for international labor 
treaties, such as the treatment by countries of seafarers and of 
non-nationals, matters such as hours of work for women and 
children have been considered appropriate by conferences pre- 
ceding I. L. O. and by I. L. O. itself. The general theory has been 
that treaties were essential if nations were to have humane legis- 
lation of this type without suffering the probably catastrophic 
consequences of loss of foreign markets to competitors with less 
humane laws. 

The present theories supporting the promulgation of docu- 
ments such as the social security standards in the form of inter- 
national treaties appear to stem from a very broad base indeed, 
afforded by the language found in the preamble to the constitu- 
tion of I. L. O. and the declaration annexed to the constitution. 
This preamble and declaration are to the effect that “social 
justice,” including, among other things, all-out social security, is 
essential to the establishment of lasting peace, and that failure of 
any nation to act is an obstacle hindering other nations. This 
lays a broad predicate for international treaties governing 
domestic programs of the ratifying countries. 

Chapter I, article I, of the constitution states, “A permanent 
organization is hereby established for the promotion of the 
objects set forth in the preamble . . . and in the declaration . . 
which is annexed .” The declaration annexed states, “The 
Conference recognizes the solemn obligation of the I. L. O. to 
further among the nations of the world programs which will 
achieve: .. . (f) the extension of social security measures to pro- 
vide a basic income to all in need of such protection and compre- 
hensive medical care.” The United States Government, incident 
to its I. L. O. membership, has ratified this constitution and the 
annexed declaration. 

It is difficult to demonstrate, therefore, that the social security 
minimum standards treaty is outside the scope of the I. L. O. 
constitution or that in reaffirming its I. L. O. membership after 
adoption of the preamble and declaration the United States was 
not put on notice that a treaty of this type might be promulgated. 
A point that might have been raised when the amended charter 
was up for consideration is whether the United States did in fact 
subscribe to the statements and assumptions of the preamble and 
the declaration. Certainly this was a pertinent question, par- 
ticularly with respect to medical care. 

I. L. O. Emphasis on Treaties.—While |. L. O. has a much 
wider field of action that has great potential value, the thrust 
and drive of some governments and the solid labor block has 
been in the direction of treaties in achieving 1. L. O. purposes. If 
one subscribes to the philosophy that the broad |. L. O. social 
security and other objectives can be achieved by national legis- 
lation, and only by that process, and that these national programs 
are essential to preserve peace, in other words, if one subscribes 
to the interpretation of I. L. O. made by labor and many govern- 
ments, it must be admitted that there is some logic back of the 
demands for international treaties dealing with the international 
standards for state medical care and other social security pro- 
grams. 


Our Philosophy vs. Welfare State Philosophy 

There is no question as to the desirability of social justice and 
of the economic security of the individual. But neither, at least 
from our viewpoint, is there any question of the paramount 
desirability of individual freedom—including freedom from 
dependence of an all-powertul state. Nor do we question the fact 
that such freedom can be achieved only under what is termed 
free enterprise. Thus, unless we are in time to surrender to the 
philosophy back of the new social security treaty, it would seem 
essential that we spell out and actively press for the philosophy 
of free enterprise. 

That this task is not easy, in view of much current inter- 
national thinking, is manifest when a sample or so taken from 
the speeches made in Geneva respecting the new social security 
standards is considered. Perhaps the statement made at the Inter- 
national Labor Conference by Mr. Leao de Vasconcelos of 
Brazil might be taken as typifying a good bit of thinking regard- 
ing social security by some governments. He stated: 

“One of the most important characteristics of the modern 
world is the constant interest shown in social problems and in 


social security. The introduction of effective measures of social 
security and public assistance is considered one of the best means 
of alleviating misery and of avoiding the emergence of seditious 
forces. 

“We therefore feel it is essential to achieve international under- 
standing in the social field and to establish international standards 

. . Now that we are conscious that labour legislation, including 
that relating to social security and social welfare, will have a very 
great influence on economic life, sacrifices must be made to en- 
able the workers to enjoy a decent standard of living within the 
economic framework.” 

The general attitude of workers in demanding treaties is prob- 
ably that indicated by Mr. Texier of France: 

“To meet human needs is one of the essential purposes of social 
security . . . It was to give concrete expression to this indis- 
pensable concept of social security that. . . the I. L. O. adopted 
recommendations . . . concerning income security and medical 
care . . . Either by means of valid legal documents we sanction 
the principles . . . or we take on ourselves the heavy responsibil- 
ity of bringing to a halt our progress towards the achievement of 
social security and greater social justice.” 

Notwithstanding past experience as to ratifications and the 
arguments advanced against adoption of the social security 
standards in the form of a convention (treaty), the workers’ 
monolithic position on social security standards ran true to pat- 
tern. A principal answer to all arguments against the form of the 
instrument was to impugn the motives of those advancing the 
arguments. This answer was summed up by an American work 
er representative in the following statement: “. . . employers 
generally are against conventions because conventions carry with 
them the obligation to act, to do something. to carry out ob- 
jectives in support of the workers throughout the world.” 


United States Government Votes for the Treaty 


Under the I. L. O. constitution, for an instrument to be 
adopted either as a convention (international treaty) or a recom- 
mendation, a two-thirds record vote is required. If it fails to 
secure the necessary vote as a convention, on motion of any 
member it may be adopted as a recommendation and revised 
accordingly. Thus, even if a member believes that the instrument 
sets fair standards, he still has the choice of voting whether the 
instrument should be advisory to members or mandatory on all 
ratifying members. 

In the Social Security Committee two votes indicated that less 
than two-thirds wanted a convention. One vote was taken at the 
beginning of its sessions to determine the basis on which the text 
would be drafted, the other at the end of its sessions. In both 
instances the vote in favor of a convention fell substantially short 
of two-thirds, although the worker representatives voted solidly 
for a convention. Thus there is every reason to believe that in 
plenary session the instrument would not have been adopted as 
a convention except for a shift in position by government dele- 
gates who had previously voted against it as a convention. 

In the light of these facts it is difficult to evaluate a United 
States government representative's statement in plenary session, 
before the final vote: “The United States Government delegation 
is going to vote for the convention The United States 
Government supported the amendment to change its form to a 
recommendation. Nevertheless, while believing that a recom- 
mendation would be preterable, we will not withhold our sup- 
port for a convention since the Conference prefers that form.” 
It would appear obvious that an announced intention of this 
nature influenced the final adoption of the minimum social 
security standards in the form of an international treaty. 

Whatever may be an administration’s social security policies 
or our nation’s current social security programs, there is an 
important question as to whether instruments like the new social 
security convention should be ratified. The solemn nature of 
treaties is recognized in our Constitution. Article VI, Clause 2, 
provides as follows: ° _ all treaties made. or which shall be 


made, under authority of the United States, shall be the supreme 
law of the land: and the judges in every State shall be bound 
thereby, anything in the constitution or laws of any State to the 
contrary notwithstanding.” 

Regardless of legal refinements as to the exact legal situation 
on ratifying a treaty by virtue of the foregoing provision, it seems 
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obvious that voting in favor of provisions and their adoption as 
treaties should be matters of great thought and caution by repre- 
sentatives of the United States. In our current social security 
laws Congress has specifically reserved the right to amend or 
repeal them. This is obviously inconsistent with a permanent 
obligation to maintain social security programs meeting inter- 
national specifications. Being a “good fellow” or “going along 
with the majority” affords no basis for voting for a convention 
containing provisions inconsistent with national policy, evidenced 
by congressional action, or of placing the government in the awk- 
ward position of refusing ratification of an instrument that its 
representatives have helped formulate and voted for as a treaty. 

Of course, the fact that our government representatives voted 
for this treaty does not mean that our social security is auto- 
matically changed to include socialized medical care and other 
benefits in conformity with the provisions of any of its nine 
programs. Nor does it mean that the Senate will ratify it, or that 
Congress will pass implementing social security legislation estab- 
lishing medical care, compensation for sickness, invalidity, 
maternity, family allowance, or other programs within its pur- 
view. Even ratification does not require adherence to more than 
three programs. 

But beyond question, from an international viewpoint, the 
United States government is in the position of having voted in 
favor of the adoption of these social security minimum standards 
and of having voted that these standards shall be in the form of 
an international treaty. Under our international obligation as- 
sumed under the I. L. O. constitution as an I. L. O. member, this 
document must be considered for ratification and enactment of 
implementing legislation contemplated. The same situation may 
again arise in connection with the presently postponed advanced 
social security standards. 

With these considerations in mind, let us examine further some 
of the major medical care aspects and the basic principles in- 
volved and the political maneuvers employed in getting the 
instrument adopted as a convention. 

Ratification on the Basis of Token Programs.—In the case of 
the United States and other “developed” countries, under the 
treaty the medical benefits scheme must, at a minimum, cover 
(a) at least half of all employees in the country plus their wives 
and children; or (/) “economically active” persons constituting at 
least one-fifth of the total population, plus their wives and chil- 
dren; or (c) half of the population. Other programs require cor- 
respondingly broad coverage. 

Obviously a very large percentage of the 60-odd nations be- 
longing to I. L. O. could not possibly provide medical programs 
of this extent, and would not vote for the instrument as a con- 
vention unless they could ratify it. The tentative text had escape 
clauses, permitting ratification by these nations with little more 
than token coverage. Medical care, in their cases, need cover 
only half the “employees in industrial work places employing 20 
persons or more, and also their wives and children.” In many 
undeveloped countries such persons would constitute only a 
negligible proportion of the population. 

This “practical” provision has very obvious political advantages. 
The token program that was permitted for countries like India 
secures their vote for a convention. They can have the prestige of 
ratifying an international treaty on social security standards, even 
though millions of their people may be starving. Without this 
concession, adoption of the convention desired by labor and some 
of the governments of “advanced countries” would not have been 
politically possible. 

How Long Is Temporary?—Article 3, the “escape clause” 
above referred to, applies to any “member whose economy and 
medical facilities are insufficiently developed”—a substantial 
majority of I. L. O. voting strength. The theory in the text was 
that this was a mere temporary provision. Obviously the “escape 
clause” did not get labor in those countries very far. Amusingly 
enough, when “temporary” was defined by a solid labor vote and 
many government votes as not more than 10 years a great deal 
of furor arose among the governments concerned. 

At the plenary session, Mr. Stark, Workers’ Advisor of Austria 
and leader of the worker block, recognized that, if “temporary” 
remained defined as 10 years, these countries’ votes would be 
lost and there would probably be no convention. Hence he stated, 
respecting a floor amendment deleting the 10 years limit, “In 
the interest of making ratification possible, and in the interest of 
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frankness, as far as ratification is concerned, the workers’ group 
has decided, however, to vote in favor of this amendment.” 

Thus a purely political maneuver, indefensible under IL. L. O. 
principles, insured that I. L. O. minimum social security stan- 
dards could be adopted as an international convention. 


World Medical Association Recommendations 

In the May 31 issue of THE JOURNAL, page 488, it was stated 
with respect to W. M. A. recommendations as follows: 

“The only section in the document that may puzzle American 
physicians is that pertaining to Principle XI, which reads: ‘Com- 
pulsory health insurance plans should cover only those persons 
who are unable to make their own arrangements for medical 
care.’ In the United States physicians do not believe that com- 
pulsory plans are necessary for anyone. It must be remembered, 
however, that many countries do have compulsory plans, but the 
doctors in all countries that are members of the WMA are in 
agreement that if such plans do exist they should be limited as 
expressed in the quoted statement.” 

Section XI might be described as an attempt to timit social 
security medical care to what is sometimes described as the 
“medically needy.” It is very understandably the position of phy- 
sicians who are faced by the grim reality of a compulsory medical 
care program. To the extent that patients are left free to make 
private arrangements, physicians are free to enter into such 
arrangements with them. 

Great practical and political difficulties attend any effort to 
have a nation “half slave and half free” medically. The whole 
thrust and drive of the philosophy of compulsory social security 
is in Opposition to making the source of medical care dependent 
on the means of the patient. This is regarded as “degrading.” 
Financing is very frequently by special taxes called “contribu- 
tions” and these “contributions” of higher paid persons may be 
in part used for the benefit of lower paid persons, just as in our 
old-age and survivors insurance system. Obviously the cost dis- 
tribution machinery of such a system is crippled if the higher 
paid are exempt, and there are political difficulties in connecting 
“compulsory contributions” for medical care denied some con- 
tributors. Obviously section XI would raise a host of side issues 
to the main issue of “medical freedom.” 

The “Medical Freedom” Amendment.—Without consultation 
with the W. M. A. I decided to introduce a specific amendment 
embodying broad principles that it had advanced. Rightly or 
wrongly, to avoid issues such as those indicated above, I decided 
to omit the “medically needy” coverage provision and certain 
others of its 12 points. 

The rejected amendment was as follows: 

“Add a new Article 64 bis, as follows: 

In the provision of medical care referred to in Parts IL and VIII 
the following general principles shall be observed: 

1. There shall be freedom of choice of physician and hospital 
by the patient except in cases of emergency. 

2. There shall be no intervention of a third party between 
the physician and the patient. 

3. There shall be no restriction as to medication or mode of 
treatment prescribed by the physician except in case of abuse. 

4. Physicians shall have the right to participate or refuse to 
participate in the medical care system and their participation 
shali Hot be conditioned on their moving to or from any area or 
becoming employees of the government or engaging in any 
special kind of practice. 

5. Physicians shall be appropriately represented on adminis- 
trative and advisory bodies concerned with the provision of the 
medical care. 

6. There shall be no exploitation of the physician or the 
physician’s services.” 

Action on the Amendment.—This amendment was introduced 
with the statement that any clarifying amendments were welcome, 
and it was an amendment designed to secure the adoption or 
rejection of broad principles and to be discussed on that basis, 
and not on the. basis of minor matters that could be corrected 
by subamendments. A bhg@igf description of some of the discussion 
is contained in the com ee report on the new social security 
instrument. This statement is as follows: 

“An Employers’ member submitted a proposal to add a new 
Article establishing general principles to be observed in the 
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provision of medical care. These included notably free choice 
of doctor and hospital by the patient; non-intervention of a third 
party between physician and the patient; freedom of medication 
and mode of treatment by the physician except in case of abuse; 
right of the doctor to participate in the service; appropriate 
representation of physicians in administrative and advisory 
bodies, and a guarantee that there should be no exploitation of 
the physician or the physician's services. 

“The author explained that this amendment was based on the 
statement made by the World Medical Association, which repre- 
sented medical associations in 43 countries and some 700,000 
doctors. It seemed reasonable that the proposed instrument 
should contain not only quantitative but also qualitative pro- 
visions; as this had been done in the Medical Care Recommenda- 
tion, No. 69, adopted in 1944, there seemed to be no reason 
for not including such an important matter in the instrument 
under consideration. 

“The Committee, however, by a large majority comprising 
members of all three groups, did not deem it advisable to do so, 
more particularly in view of the fact that, to many members, the 
principles formulated in the amendment would not be acceptable 
without modification. Moreover, this subject would require care- 
ful examination and was, in any case, not within the competence 
of this Committee.” 

The assigned “reasons” for rejecting the amendment were 
mere smoke screens. No modifications of the amendment were 
suggested by anyone opposing it. The matter was fully in the 
competence of the committee, as evidenced by the fact that a 
“freedom of doctor” provision was adopted in the revised mater- 
nity convention also voted out by the conference this year. The 
English government representative stated that England could 
not ratify a convention containing the amendment. 


Fundamental Conflicts Between “Social 
Security” Medicine and Private Medicine 

Adoption of the amendment would probably have meant little 
more than an empty gesture. There are fundamental and prob- 
ably irreconcilable conflicts between the underlying philosophy 
and practices of “compulsory health insurance” and the individual 
freedoms called for in the amendment. 

The philosophy of “health insurance” calls for universal cover- 
age of people and medical services. The practical situation is that 
freedom of a medical practitioner may be akin to the freedom to 
stop practicing: his position in not participating is that of de- 
pendence on persons who have already paid for their medical 
care who may exercise their “freedom” by coming to him and 
paying again. Under the philosophy of a compulsory system, the 
state assumes responsibility to have practitioners and hospitals 
available for everyone covered. Such a responsibility is incon- 
sistent with any prohibition against coercing physicians to move 
to places where the state must have them in meeting its ob- 
ligations. 

The medical care is a “benefit,” conceptually a matter of right, 
and its denial, whether because of medical judgment or other 
cause, is, under specific provisions of the treaty, a matter of 
administrative or court action and decision. This concept is 
hardly compatible with the principle of nonintervention of third 
parties. Being operated by government, the system is by nature 
subject to politics. What practical meaning would be given the 
prohibition against exploitation of physicians or physicians’ 
services? If physicians are underpaid—whether on a fee, salary, 
or per capita basis—and equitable adjustment means raising 
“contributions” on a hundred times the number of underpaid 
physicians, the obvious political answer is to “protect” the 
“contributors.” 

The foregoing is merely illustrative of a host of fundamental 
considerations surrounding “social security medicine,” however 
designated and however described. Fundamental considerations 
of this kind must be used in evaluating such statements respect- 
ing medical freedom as that made on the floor of the I. L. O. 
Conference by an American labor representative: 

“Now, speaking solely as an American, I would like to make 
a few brief remarks on the problem that was raised by the 
Employers’ representative of the United States when he spoke 
about ‘socialised medicine.’ He said that as an employer he could 
not support this social security Convention because one of its 
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branches, medical aid, was socialised medicine. I just want to 
say that the implication of that remark is that those of us in 
the United States who are supporting what we call medical 
assistance, or a national health insurance programme, do not 
call that socialised medicine —nor is it. The programme advocated 
in the United States by the trade union movement is one which 
ensures freedom of choice of doctor, freedom of choice of 
hospitals, and freedom of choice of medical assistance in any 
form, and does not in any way interfere with the normal patient- 
doctor relationship which Mr. Calhoun, the Employers’ repre- 
sentative of the United States, has talked about. 

“I would like this Conference to know that, as far as the 
United States is concerned, we do believe in health insurance 
and we hope that before long, through the strength of our trade 
union movement and the representatives of our Federal Govern- 
ment who support the national health insurance programme, we 
will be able to have such a programme.” 

American medicine must stand ready to answer whether or 
not we can have the medical utopia indicated by this statement, 
and its answer must deal clearly and understandably with funda- 
mental facts and principles. 


THE INTERNATIONAL LABOR ORGANIZATION— 
ITS HISTORY, PURPOSE, AND PLANS 


This article has been prepared in the office of the Committee 
on Legislation of the American Medical Association because of 
the increasing interest of the medical profession in the Inter- 
national Labor Organization.—Eb. 


The International Labor Organization, meeting in Geneva in 
June, 1952, approved a Convention on Minimum Standards of 
Social Security in nine fields: medical care. sickness benefits, un- 
employment benefits, old age pensions, employment injury 
benefits, family allowances, maternity benefits, invalidity benefits, 
and survivor benefits. 

While the medical benefits in the convention are carefully 
distributed throughout the document, considered together they 
constitute what is commonly referred to as “socialized medicine.” 
The approval of this convention, with an affirmative vote by the 
majority of the United States delegates, in the face of a clear-cut 
repudiation of compulsory health insurance by the American 
people and their representatives in Congress, is tangible evidence 
of a determination to provide socialized medicine even in the 
face of objections by citizen voters. 

At the meeting of the House of Delegates of the American 
Medical Association in June of this year a resolution was adopted 
that, in part, advocated “an amendment to the Constitution of 
the United States which will provide that no Treaty or Executive 
Agreement shall be made which conflicts with any provision of 
the Constitution or which operates, or may operate, to regulate 
any of the purely domestic affairs of the United States.” Every 
physician should acquaint himself with the details of the organi- 
zation, the history, and the program of the United Nations and 
the I. L. O. The purpose of this article is to present, in detail, 
pertinent facts concerning the I. L. O. and to discuss the treaty 
as an instrument of legislation. 


History of the '. L. O. 

The charter that brought the United Nations into being on 
Oct. 24, 1945, provided for a General Assembly, a Security 
Council, an Economic and Social Council, an International Court 
of Justice, a Trusteeship Council, and a Secretariat. In addition, 
more than a score of commissions and specialized agencies were 
created. The I. L. O. was the first such agency with which the 
United Nations established such a relationship. This relationship 
was agreed on by the I. L. O.’s general conference and by the 
U. N.’s General Assembly in 1946. 

Simply stated, the I. L. O. is an association of nations. It was 
established on April 11, 1919, by the adoption of Part XIII 
of the Treaty of Versailles, and during the period between World 
War I and World War II was affiliated with the League of 
Nations. The charter members were the original members of 
the League of Nations. Countries joining the League later auto- 
matically became members of the I. L. O., whereas nonmembers 
of the League could be admitted by order of the International 
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Labor Conference. The United States, although a signatory of 
the League Covenant, was not a charter member and did not 
join until 1934. 

The I. L. O.’s present constitution recognizes as members those 
governments that were members on Nov. 1, 1945. It also pro- 
vides that any member of the United Nations can become a 
member of the I. L. O. simply by accepting the obligations of 
membership. Countries that are not U. N. members must, on 
the other hand, file applications, which have to be approved by 
the general conference. Today the membership numbers 65 
countries. Twenty-two are European, 20 are American, 19 are 
in the Asian and Far Eastern region, and 4 are African. 


Purposes 

The Commission on Labor Legislation, which drafted the 
original constitution of the I. L. O., was composed of repre- 
sentatives of the United States, Great Britain, France, Italy, 
Japan, Belgium, Czechoslovakia, Cuba, and Poland. Samuel 
Gompers, President of the American Federation of Labor, was 
chairman of that commission, and Arthur Fontaine of France, 
who later was to preside for 10 years over the I. L. O.’s govern- 
ing body, was its general secretary. Its assistant general secretary 
was H. B. Butler, who subsequently became director of the Inter- 
national Labor Office. 

The commission was assigned the task of inquiring “into con- 
ditions of employment from the international aspect, and to 
consider the international means necessary to secure common 
action on matters affecting conditions of employment, and to 
recommend the form of a permanent agency to continue such 
enquiry and consideration. . 

One of the first basic decisions to be made concerned the 
powers that the new organization should have. It is indeed 
interesting to note that one suggestion was that the new body be 
given the right to adopt legislation that would automatically 
become binding on all the member countries. This suggestion, 
which would have given to an international agency the power to 
legislate for member governments in matters vitally affecting 
their domestic economy, was rejected. It was agreed then, and 
apparently needs to be reemphasized now, that such a plan would 
result in an invasion of national sovereignty. 

It was finally agreed that the organization would draft con- 
ventions similar to treaties. These would not automatically be- 
come binding on the member countries, but the members would 
be required to consider accepting or ratifying them. It was agreed 
that once a country ratified a convention it must give effect to 
it and submit reports on the way in which it was doing so. 

When the general conference of the I. L. O. met at Philadelphia 
in 1944, a redefinition of the organization’s aims and purposes 
was agreed on. In addition to spelling out the responsibility of 
the I. L. O. to examine and consider international economic 
policies and measures, the statement set forth a number of 
specific objectives. It declared that it shall be a permanent 
obligation of the I. L. O. to further among the member nations 
the achievement of the following 10 propositions. 

(1) full employment and raising of standards of living; (2) the 
employment of workers in the occupations in which they can 
give the fullest measure of their skill and attainments and make 
their greatest contribution to the common well-being; (3) the 
provision of facilities for training and the transfer of labor, 
including migration for employment and settlement; (4) policies 
in regard to wages and earnings, hours and other conditions of 
work, and a minimum living wage to all employed and in need 
of such protection; (5) the effective recognition of the right of 
collective bargaining, the cooperation of management and labor 
in the continuous improvement of productive efficiency, and the 
collaboration of workers and employers in social and economic 
measures; (6) the extension of social security measures to provide 
a basic income to all in need of such protection and compre- 
hensive medical care; (7) adequate protection for the life and 
health of workers in all occupations; (8) provision for child wel- 
fare and maternity protection; (9) the provision of adequate 
nutrition, housing, and facilities for recreation and culture; and 
(10) the assurance of equality of educational and vocational 
opportunity. (Emphasis added in 6, 7, and 8 above.) 
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Organization 


The I. L. O. has three basic parts—the general conference, 
which is also called the International Labor Conference; the 
governing body, and the International Labor Office. The general 
conference, which is called together once a year by the governing 
body, has the task of drafting the International Minimum Social 
and Labor Standards that later must be considered for ratification 
by the member countries. Every three years the conference is 
the scene of the election of members of the governing body. Each 
year it adopts a budget to finance the organization’s work in 
the succeeding year. It also considers major questions relating to 
the organization’s policy and program. In line with the “tri- 
partite” principle, each of the member countries is represented 
by four delegates. Two of these represent the government, one 
represents the workers, and one the employers. 

The governing body, or executive council, has authority to act 
on its own responsibility over a wide range of subjects. Of its 
32 members, !6 are government representatives, 8 are workers, 
and 8 are employers. Eight of the 16 government seats are oc- 
cupied by representatives of the 8 member countries that are 
agreed to be of chief industrial importance; the other 8 are 
elected every three years by the government delegates to the 
conference. 

The governing body elects a chairman from among the govern- 
ment representatives, and two vice-chairmen, one from the 
workers’ group and one fiom the employers’. It holds meetings 
three or four times a year. In addition to its responsibilities for 
the formulation of policies and programs, the governing body 
controls the work of the International Labor Office, and super- 
vises the activities of a large number of advisory committees and 
commissions. Among its other responsibilities is the election of 
the director-general of the office. It also has the job of preparing 
the agenda of the general conference and making proposals to 
the conference for the annual budget. 

The International Labor Office is composed of the permanent 
staff, consisting of approximately 600 officials recruited from S50 
different nationalities. It is this office that prepares the reports 
and documents and working papers on which the various organs 
of the organization base their decisions. 

There is also a whole series of advisory committees to assist 
the organization in its work in particular fields. Finally, there is 
a committee of experts on the application of conventions and 
recommendations. It is the job of this body to examine the 
reports of governments on the way in which they are giving 
effect to I. L. O. standards. 


Procedures 

The machinery used to produce an approved I. L. O. con- 
vention or recommendation is placed in motion by the sub- 
mission of a labor “preblem” by a member government to the 
governing body, with the suggestion that it be placed on the next 
agenda. Following a series of reports by the International Labor 
Office and technical committees, the text of the recommended 
convention is submitted to the general conference for a final 
record vote. In this final vote, if two-thirds of the delegates 
answer the roll call “yes,” the text is approved and another 
International Labor convention or recommendation is adopted. 

Despite the fact that member governments are not required 
to ratify a convention, the Il. L. O. constitution requires the 
submission of all conventions adopted by such members to their 
national legislatures within 18 months to be considered for 
ratification. This policy assures that the convention comes to the 
attention of the public. 

Governments are also required to report to the I. L. O. 
whether or not a convention has been ratified, what steps they 
have taken to bring the convention before their legislatures, and 
“the difficulties which prevent or delay the ratification of such 
Convention.” The committee on the application of conventions 
and recommendations then prepares a combined! report, includ- 
ing a summary of the information that governinents have sent 
in, for submission to the governing body and to the general 
conference. These documents are referred to a special conference 
committee composed of government, worker, and employer 
delegates, which goes over the information that governments have 
supplied and examines the comments of the committee. 
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The proceedings of this conference committee are held in 
public, which tends to insure that the force of public opinion is 
used to pressure governments into ratifying conventions or im- 
plementing those already ratified. 

ihe director-general’s report of 1949 points out that: “There 
is no quick or easy solution to the problem of ratifications, but 
the exploration of its multiple aspects would be much advanced 
if the delegates would contribute freely of their views and 
experience on how implementation of international labor legis- 
lation can be furthered, particularly in their own countries.” 

This statement indicates a failure to recognize and honor the 
basic purpose and function of the i. L. O. in adopting con- 
ventions. While the affirmative vote of the I. L. O. is a pre- 
requisite to submission of a convention to the various countries, 
this action does not result in international legislation. Under 
the I. L. O. constitution, it is improper to question the right of 
any country to refrain from ratification of a convention. Neither 
the I. L. O. constitution nor any other international agreement 
establishes such an obligation. 

The conventions of the I. L. O. are referred by government 
delegates of the U. S. A. to the Department of State and the 
Department of Labor for further study and for a determination 
as to whether Senatorial consideration is desirable. Only 6 of 
the 103 conventions framed and adopted by the I. L. O. have 
been ratified by the United States. 


Treaty-Making Powers 

While conventions were formerly regarded as international 
agreements dealing with the less important subject matters of 
international negotiation, the conventions offered by the I. L. O. 
have the scope of treaties and are of a distinctively legislative 
character. It is of extreme importance, therefore, that everyone 
understand the fact that a treaty, once ratified and in force in 
the United States, automatically becomes a part of municipal 
law, a fact that is not generally true in other countries. The 
country as a whole must realize more than it has in the past that 
the treaty method of making law lacks the safeguards that exist 
under its constitutional method of legislating. 

Article II, Section 2, of the Constitution of the United States 
provides: “The President . . . shall have Power, by and with 
the Advice and Consent of the Senate, to make Treaties, pro- 
vided two-thirds of the Senators present concur: 

This provision was written at a time when the usual treaty 
was a contract between sovereignties, a contract that dealt with 
international affairs—treaties of peace, settlements of war prob- 
lems, transportation and communication between nations, and 
similar problems. 

The framers of the Constitution were determined that no 
state should make treaties with foreign powers. It was realized 
by the founding fathers that in order for stable commercial 
relations to be established with other countries the Constitution 
must insure that the federal government could and would carry 
out its treaties, and thus Article Il, Section 2, was enacted in its 
present form. 

James Wilson, one of the members of the Constitutional 
Convention urged that, if treaties were to have the operation 
of laws, they should have the sanction of laws. He therefore 
moved to add the words “and the House of Representatives” 
after the word Senate. But the view that treaties must be negoti- 
ated in secret prevailed, and the supremacy clause was enacted 
in its present form. The result is that the framing of treaties is a 
wholly executive function 

While it is true that the two-thirds vote required for ratification 
by the Senate is sometimes difficult to secure, nevertheless the 
steps followed in the framing of a treaty neither are within the 
control of the Senate nor are they publicly recorded in many 
instances. The fact that a treaty may be submitted either by the 
United Nations or by a specialized agency presents a procedure 
essentially different from the negotiation of a treaty between 
the United States and another country. In this latter instance, 
the treaty is normally drafted by our own Department of State 
and presented to another country for consideration. 

Of far greater significance than the unorthodox manner in 
which I. L. O. conventions are prepared is the fact that legis- 
lation, the usual mechanism used in deciding domestic issues, 
is shaped by our own elected officials, and is subject to scrutiny 
from start to finish. The original bill, the amendments the com- 


mittee hearings, and the subsequent actions by the House and 
Senate are all part of the legislative process. Obviously, this is 
sull the proper method to use in considering changes in our 
domestic law. 

It is also worthy of note that in al! but a few other countries 
treaties take effect as municipal or domestic law only when 
implemented by legislation. Since the United States Constitution 
makes a treaty the supreme law of the land without regard te 
implementation, this safeguard does not exist for us. Although 
states signatory to previous I. L. O. conventions have usually 
taken the steps necessary to put them in force, the increased use 
of the treaty for enacting domestic legislation may increase their 
reluctance to do so and render their advantage in this regard 
more important. 


Summary and Conclusions 


It is apparent from the foregoing that the distortion of the 
treaty power by the I. L. O. could place not only American 
medicine but national freedom and the Constitution in jeopardy. 

Perhaps the greatest danger is that the drafting of treaties by 
remote commissions not answerable to the American public, the 
pressure to secure ratification, and the creation of quasi-judicial 
bodies to hear charges of violations place the administration of 
important domestic problems in a government of men not of 
laws. The bureaucratic official is the vital factor in this attempt 
to secure universality of law throughout countries in which the 
entire political, religious, and social background is without 
similarity. 

As indicated earlier, representatives from each country to the 
conferences of the I. L. O. are theoretically chosen as repre- 
sentatives of the government, labor, and management. These 
conferees meet only for a fraction of each year and have neither 
the permanent contact nor the experience with general world 
problems necessary to frame sweeping legislation of the type 
contained in their conventions. In addition, it can hardly be 
contended that the delegates for the United States government 
are true spokesmen for the general public. At the most recent 
meeting of the I. L. O. in Geneva, and in fact for the past several 
years, the government delegates appointed by lg administration 
through the Department of Labor have been*Sen. James E. 
Murray of Montana and Assistant Secretary of Labor Philip 
Kaiser. 

The tripartite delegation from the United States, of which 
these government delegates are a part, operates like a stacked 
deck. The record of divided votes in the last three international 
conferences tells this story: On 27 major votes in three years 
the United States government delegates teamed with the labor 
delegates 24 times to outvote the delegate representing manage- 
ment. 

Although the United States has ratified only six conventions, 
some of the safeguards that have been suggested to prevent 
abuse are as follows: 

1. The United States Constitution could be amended to pro- 
vide in substance that: 

(a) treaties that conflict with the United States Con- 
stitution are invalid. 

(b) any treaty that directly and substantially interferes 
with the domestic legislative jurisdiction is invalid, except 
when the subject matter presents a truly international 
problem that requires international action to handle it. 

2. The United States could demand that specialized agencies 
affiliated with the United Nations be prohibited from intervening 
in the domestic affairs of member governments. 

3. The representatives of the United States at I. L. O. meetings 
could refuse to vote to submit for ratification proposed treaties 
or conventions that directly and substantially encroach on domes- 
tic legislation. 

A Senate Joint Resolution. was introduced in the Senate on 
Feb. 7, 1952, by Sen. John W. Bricker of Ohio that would 
accomplish the first item listed above. This resolution, which was 
co-sponsored by 58 other Senators, would prevent treaties or 
executive agreements from nullifying the laws of the United 
States or the constitutions and laws of the several states and 
would prevent executive agreements from being used as a sub- 
stitute for treaties. Although this resolution died with the ad- 
journment of the 82d Congress, it is likely that the same or a 
similar resolution will be introduced early in the 83d Congress. 
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MEDICAL NEWS 


CALIFORNIA 


Radio and Television Speakers’ Panel.—The Radio and Tele- 
vision Committee of the San Francisco Medical Society is organiz- 
ing a panel of physician-members who will be available for radio 
and television appearances as well as personal addresses before 
lay audiences. Any member desiring to interpret scientific data 
for the lay public may join the panel by writing to the society’s 
Radio and Television Committee, consisting of Drs. Anthony B. 
Diepenbrock, chairman; John J, Miller; and Felix L. Pearl. 


COLORADO 

Narcotic Violation —Dr. Leslie Harrison Wade, Denver, pleaded 
guilty in the United States District Court at Denver to a charge 
of violation of the federal narcotic law. On May 14 his sen- 
tence of one year and one day was suspended, and he was placed 
on probation for one year. 


State Medical Meeting in Estes Park.—The Colorado State 
Medical Society will hold its annual session Sept. 9-12 at the 
Stanley Hotel in Estes Park under the presidency of Dr. Harry 
C. Bryan of Colorado Springs. 

‘On Thursday at 2 p. m. Dr. Louis H. Bauer of Hempstead, 
N. Y., President of the American Medical Association, will 
discuss “Recent Developments in A. M. A. Activities.” Other 
guest speakers and their first presentations will include: 


Vincent J. O’Conor, Chicago, Neck Obstruction in the Male. 
Alexis F. Hartmann, St. Louis, Management of Pediatric Metabolic 
Emergencies. 

Richard B. Cattell, Boston, Surgery of the Gallbladder and Bile Ducts. 

Herbert W. Schmidt, Rochester, Mina., Diagnostic Problems Encoun- 

tered in Chest Diseases. 

O. Spurgeon English, Philadelphia, Personality Growth and Develop- 

ment. 

Robert M. Zollinger, Columbus, Ohio, Indications for Surgery in 

Jaundiced Patients. 

On Tuesday at 6 p. m. there will be a dinner at whiich sports 
trophies won during the afternoon tournaments will be awarded. 
The dinner is not limited to contestants. The annual banquet, to 
be held at 7 p. m. Friday, will be followed by a dance at 9:30. 


DELAWARE 


Dr. Springer Honored.—Dr. Harold L. Springer of Wilmington 
was honored for his S0th year in medical practice at a testi- 
monial dinner at the Du Pont Country Club. A gold desk clock 
was presented, and talks in tribute to him were given by Drs. 
George Wilson and Thomas Klein of Philadelphia. Dr. Springer 
is a consultant in the surgery division and a former chief surgeon 
at the Delaware Hospital in Wilmington. 


State Medical Meeting._—_The Medical Society of Delaware will 
hold its annual meeting at the Rehoboth Beach Country Club 
Sept. 8-10 under the presidency of Dr. Ervin L. Stambaugh, 
Lewes. Guest speakers will include: 


Harrison F. Flippin, Philadelphia, The A—B—C of Antimicrobial 
Therapy. 

Paul C. Colonna, Philadelphia, Malunited and Nonunited Femoral Shaft 
Fractures. 

John H. Gibbon Jr., Philadelphia, Surgical Treatment of Carcinoma of 
the Esophagus. 

Theodore R. Fetter, Philadelphia, Management of Urinary Tract 
Infections. 

Reuben Friedman Jr., Philadelphia, Dermatology in Relation to Chi- 
ropody. 

Anthony Sindoni Jr., Philadelphia, Metabolic Medicine in Relation to 
Chiropody. 

John Lansbury, Philadelphia, The Place of Newer Drugs in Treatment 
of Arthritis. 

Richard W. TeLinde, Baltimore, Endometriosis. 

George A. Hahn, Philadelphia, Diagnosis and Management of Uterine 
Malignancy—A 25 Year Experience. 


Physicians are invited to send to this department items of news of general 
interest, for example, those relating to society activities, new hospitals, 
education and public health. Programs should be received at least three 
weeks before the date of meeting. 


FLORIDA 


Society News.—The newly organized Greater Miami Society of 
Psychiatry and Neurology has named Dr. James L. Anderson, 
Miami, temporary chairman and Dr. Paul S. Jarrett, Miami, 
secretary. Drs. Herman Selinsky and Edward H. Williams, both 
of Miami, have been appointed as a committee to draw up the 
constitution and by-laws for the society. 


A. M. A, President to Speak in Florida.—The Florida Medical 
Committee for Better Government will hold its third annual 
meeting at the George Washington Hotel, Jacksonville, Sept. 
6-7. Dr. Louis H. Bauer of Hempstead, N. Y., President of the 
American Medical Association, will address physicians and their 
wives at a luncheon meeting at 12:30 p. m. on Sunday. Early 
reservations are advised. 


ILLINOIS 


Louis Bothman Fellowship.—The University of Illinois College 
of Medicine, Chicago, announces the establishment of the Louis 
Bothman Fellowship in ocular pathology in memory of the 
late Dr. Bothman, clinical professor of ophthalmology, who was 
instrumental in developing a laboratory in ocular pathology at 
the university’s Research and Educational Hospitals. The uni- 
versity has received a grant of $5,000 from the Louis Bothman 
Memorial Fund, Inc., of Phi Delta Epsilon fraternity in support 
of the fellowship. 


Tuberculosis X-Ray Program.—The executive secretary of the 
Tuberculosis Institute of Chicago and Cook County announces 
that signs suggestive of tuberculosis were found in about 3 of 
every 200 persons undergoing the 1952 free chest x-ray examina- 
tions in the Chicago area. “The cases have been found,” he said, 
“in time to offer the victim a good chance of recovery and to 
stop the spread of the infection to others.” 

A recent study by the institute indicates that the cost of 
tuberculosis to the community averages more than $15,000 for 
each case not found until the disease is advanced. The cost in- 
cludes treatment and aid to the patient’s family, if necessary. 
The x-ray program is being carried out by the institute, the 
Municipal Tuberculosis Sanitarium, and the Suburban Cook 
County Tuberculosis Sanitarium District. 


Chicago 
Pediatric Society Golf Tournament.—The first annual Chicago 
Pediatric Society golf tournament will be held Sept. 10 at the 
Northwestern University Course, Lake Street, west of Eden 
Highway, Wilmette. The fee for golf and dinner is $8, for dinner 
only, $5. 


Annual Conference at Maternity Hospital.—The annual Tele- 
vised Postgraduate Conference in Obstetrics and Gynecology 
will be held at Lewis Memorial Maternity Hospital, Sept. 15-19, 
under the auspices of the department of obstetrics and gyne- 
cology, Stritch School of Medicine of Loyola University. Tele- 
vision screens will be placed throughout the hospital to assure 
clear viewing and listening in connection with the obstetrical 
procedures, demonstrations, and gynecologic surgery that form 
the program. There will be no registration fee. 


MINNESOTA 


Northern Minnesota Meeting.—The annual meeting of the 
Northern Minnesota Medical Association is being held at 
Crookston Aug. 22-23. The Friday session features a talk by 
Dr. Harry E. Ungerleider, director of medical research, Equitable 
Life Assurance Society, New York, on “The Insurance Aspects 
of Heart Disease.” On Saturday a_ clinico-roentgenologic- 
pathological conference will be conducted by Dr. Henry G.. 
Moehring of Duluth and his associates. : 
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Southern Minnesota Medical Association.—The annual meeting 
of the Southern Minnesota Medical Association will be held at 
Austin Sept. 8. Among the topics to be discussed are migraine, 
use of compound F (17-hydroxycorticosterone) in treatment of 
post-traumatic bursitis of the knee and ankle, cutaneous malig- 
nancies, urgent surgical conditions in the newborn period, dis- 
eases of the thyroid, Friedlander’s pneumonia, danger of use 
of cortisone in acute rheumatic fever and concurrent renal 
damage, coronary insufficiency, physicians’ disagreements in 
court, and neurosurgical treatment of intractable pain owing to 
metastatic carcinoma. 


NEW YORK 


Degree in Physical Therapy Offered.—The University of Buffalo 
announces the establishment of a program in physical therapy, 
offering a degree. The program, which will begin with the fall 
semester in September, will be given under the aegis of the 
School of Medicine and the Chronic Disease Research Institute. 
A four year program will lead to a bachelor of science degree 
with a major in physical therapy. A 12 month course leading 
to a certificate of proficiency in physical therapy is offered only 
to students of advanced standing. The program will meet 
standards established by the Council on Medical Education and 
Hospitals of the American Medical Association, the American 
Physical Therapy Association, the American Registry of Physical 
Therapists, and the New York State Department of Education. 

The following persons, who are members of the faculties of 
other divisions of the university, are among those appointed to 
the staff of the new program: Dr. Peter A. Casagrande, assistant 
in orthopedic surgery; Eulalia W. Fabian, chief, speech and 
hearing therapy; Dr. Robert A. Kaiser, instructor in anatomy; 
Dr. Heinz Lichtenstein, assistant in psychiatry; Dr. L. Maxwell 
Lockie, head, department of therapeutics; Julia E. Lockwood, 
Ph.D., associate professor of physiology; Dr. Henry V. More- 
lewicz, medical director, program in physical therapy; Lyle W. 
Phillips, Ph.D., professor of physics; Clarice Schwartz, chief, 
occupational therapy; John H. Warfel, Ph.D., instructor in 
anatomy; and Dr. Walter T, Zimdahl, director, Chronic Disease 
Research Institute. 


New York City 


Heat Prostrations.—According to the department of health, 83 
deaths from heat prostration were reported during June and 
July. No heat prostration deaths were reported to the depart- 
ment in 1951, and in 1950 five such deaths were reported. Of 
the 83 persons listed as killed by heat, 43 were male; 72 were 
aged 50 and over; 3 were under | year of age; | was | year of 
age; and 7 were in their 40's, 

The record heat wave of July raised the general death rate 
from the expected 8.7 to 10.1 per 1,000 of population. Increase 
of deaths from cardiovascular-renal diseases and the slight in- 
crease in infant mortality were also attributed to the extreme 
heat. The average cardiovascular-renal disease rate per 100,000 
of population from July in the years 1949-1951 was 440; this 
year it was 538. The expected infant mortality rate was 22.6, 
but the actual infant mortality rate in July was 24.4. 


Personals.—-Dr. John J. Thorpe, who has been a member of the 
medical staff of Standard Oil Company (New Jersey) since 
1949, has been named assistant medical director of Esso Standard 
Oil Company. Dr. Thorpe was formerly resident physician and 
research assistant in heart disease at New York Post Graduate 
Hospital, now University Hospital. Dr. John Daley, former- 
ly of the Esso medical staff, has been advanced to physician at 
large with Standard Oil Company (New Jersey). Dr. James 
Allan Campbell, dean of Albany Medical College, has been 
appointed a member of the medical board of the New York 
State Employees’ Retirement System, which acts on all ac- 
cidental death and disability claims filed in behalf of retirement 
system members. Dr. Campbell formerly was assistant pro- 
fessor of internal medicine at the University of Illinois College 
of Medicine. Dr. Max A. Schneider was recently honored by 
the Buffalo Fire Fighters, Local 282, AFL, who presented him 
with medical equipment in recognition of his volunteer services 


- to injured persons. Dr. Schneider, who is assistant resident in 


medicine at Buffalo General Hospital, was recently awarded the 
Nelson G. Russell Fellowship in Medicine. 
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OHIO 


Cerebral Palsy Center.—A cerebral palsy training center has 
been established by the Ohio B. P. O. E. at 325 Broad Ave., 
N. W., Canton. For the present, preschool children up to. the 
age of 8 years are accepted. Dr. Jack W. Millis of Toledo has 
been appointed medical director. 


Chief Surgeon Resigns.—Dr. B. Noland Carter, head of the 
University of Cincinnati College of Medicine department of 
surgery, has resigned after 30 years of service in the department. 
Dr. Carter, who was affiliated with Johns Hopkins University, 
Baltimore, before coming to the University of Cincinnati, was 
appointed to the Christian R. Holmes professorship of surgery 
at the latter in 1946. He is director of surgical service at Cin- 
cinnati General and Children’s hospitals and consulting surgeon 
at Dunham Hospital. During World War Il Dr. Carter served 
in the Surgeon General's department and was awarded the 
Legion of Merit medal. Dr. Carter was recently honored by a 
testimonial dinner at the Queen City Club and by publication 
of an editorial entitled “Well Done, Doctor!” in the Cincinnati 
Enquirer, which ended as follows: “Whatever the future holds 
for him, if it is in line with his past accomplishments we may 
be very sure that it will be for the greater good of humanity, 
because Noland Carter is that kind of a doctor and that kind 
of a man.” 


PENNSYLVANIA 


Clinic Plan Revised.—The Pennsylvania Department of Health 
has announced the initiation of a new procedure in the adminis- 
tration of its syphilis control facilities. A number of syphilis 
clinics have been discontinued in conformity with the reduction 
of infectious syphilis cases during the past five years, attributed 
to treatment of the disease with penicillin. Dr. Edgar S. Everhart, 
chief, venereal disease division, announces that a system of ap- 
pointment clinics, adopted “in order that sparsely inhabited com- 
munities may not entirely be deprived of free treatment facilities,” 
has proved successful during a five month trial. 


Telephone Talks to Eight Teaching Centers.—With the fall 
program of the Graduate Education Institute sponsored by the 
Medical Society of the State of Pennsylvania talks by medical 
authorities will be piped by telephone from Philadelphia to the 
eight teaching centers throughout the state. From | to 2 p. m. 
on Oct. 22, about 1,000 general practitioners in all parts of 
Pennsylvania will gather at the teaching centers to listen to the 
latest developments in diagnosis and treatment of heart disease 
through telephone connections and amplified at the various 
meeting places. The teaching centers for next season’s graduate 
education courses include Erie, Pittsburgh, Johnstown, Harris- 
burg, Williamsport, Allentown, Wilkes-Barre, and Philadelphia. 
As in the past five years, the courses are conducted one day a 
week in each of the centers for five weeks in the fall and five 
weeks in the spring. 


Philadelphia 

Appoint Director of Philadelphia Hospital——Dr. August H. 
Groeschel, assistant medical director of New York Hospital, has 
been named director of the Philadelphia General Hospital. Dr. 
Groeschel previously served as assistant medical director of the 
Health Insurance Plan of Greater New York. He will assume his 
duties in Philadelphia about Oct. 1. 


TEXAS 

New Unit for Polio Patients.—Since July 7 Hermann Hospital, 
Houston, has made 38 beds in its clinic building available for 
polio patients. This unit was opened because of the epidemic 
that has exhausted the regularly assigned polio beds in the city. 
Nurses especially trained in polio care were recruited for Her- 
mann with the aid of the Red Cross and the National Foundation 
for Infantile Paralysis, and the ward was air-conditioned by the 
Harris County Polio Association. During its first two weeks in 
operation, the new unit at Hermann had received 23 polio 
patients. 
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WEST VIRGINIA 

Gift to Medical Society.—Dr. Walter E. Vest. Huntington, pre- 
sented to the West Virginia State Medical Association a bound 
volume of the transactions of the Medical Society of the State 
of West Virginia for the years 1867-1874, which he had tound 
at a second-hand book shop in the South, and which probably 
is the only such volume in existence today. 


Society News.— The West Virginia Society of Anesthesiologists 
has elected Dr. Eldon B. Tucker, Morgantown, president; Dr. 
Lester D. Norris, Fairmont, vice-president; and Dr. John F. 
Morris, Huntington, secretary-treasurer | (reelected). The 
West Virginia Obstetrical and Gynecological Society reelected 
Dr. Clarence H. Boso, Huntington, president; Dr. Gates J. 
Wayburn, Huntington, vice-president; and Dr. Angelo J. Villani, 
Welch, secretary-treasurer. In the Association of Patholo- 
gists of West Virginia, Dr. Milford L. Hobbs, Morgantown, 
was named president, and Dr. Richard C. Neale, Bluefield, 
secretary. 


WISCONSIN 

University News.—Dr. Abraham B. Schwartz, associate clinical 
professor of pediatrics, has been named acting director of the 
pediatrics department at Marquette University School of Medi- 
cine, Milwaukee. to succeed the late Dr. Francis R. Janney. 


Personals.—Dr. Thomas L. Tolan of Milwaukee was reelected 
president of the American Hearing Society at its annual meeting 
in Chicago.——Dr. James P. Conway was recently appointed by 
the Shorewood Board of Health as village health commissioner 
to succeed Dr. Jerome M. Jekel, who resigned after 18 years in 
the office. 


Marquette-Jackson Clinic Postgraduate Program.—The annual 
postgraduate clinic presented by the faculty of the Marquette 
University School of Medicine, Milwaukee, and the staff of the 
Jackson Clinic, Madison, will be held Sept. 27, the day of the 
Wisconsin-Marquette football game. Physicians desiring to at- 
tend the meeting and luncheon may write to Dr. Arnold S. 
Jackson, Chairman, 16S. Henry St.. Madison 3, for a reservation 
card. 

Dr. John S. Hirschboeck, dean of Marquette University School 
of Medicine, will give a preluncheon address. The medical pro- 
gram will include discussions on eye emergencies, traumatic 
lesions, common obstetric problems, RH factors in the newborn, 
indications and contraindication for sympathectomy, and allergy 
in pediatrics. 


GENERAL 

Speech Symposium.—The National Society for Crippled Chil- 
dren and Adults, the American Psychological Association's 
divisions of educational psychology and school psychologists, 
and the American Speech and Hearing Association will be co- 
sponsors of an all day speech institute at the Statler Hotel, 
Washington, D. C., Aug. 31, preceding the annual convention 
of the American Psychological Association in Washington, 
Sept. 1-5. 


Cancer Seminar.— [he annual cancer seminar sponsored by the 
Penrose Cancer Hospital, Colorado Springs, Colo., and the 
American College of Pathologists will be held at the Broadmoor 
Hotel in Colorado Springs, Sept. 6. Cases will be considered 
from the standpoint of radiologic diagnosis followed by dis- 
cussion of the different histopathological diagnoses submitted. 

Dr. Leo G. Rigler, chief, department of radiology and physical 
medicine, University of Minnesota, Minneapolis, and Dr. Lauren 
V. Ackerman, professor of surgical pathology and of pathology, 
Washington University School of Medicine, St. Louis, will be 
the guest speakers. 


Infecflous Encephalitis.—According to the U. S. Public Health 
Service, 90 cases of infectious encephalitis have been reported 
from 14 countie$ of California, with 88 from 12 valley counties 
located in known endemic areas. Since June, of a total of 166 
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reported, 40 cases have been confirmed by laboratory examina- 
tion: 39 were found to be western equine encephalomyelitis 
infections, and | was a St. Louis type of disease. There have 
been 19 deaths. The area of the epidemic extends from Bakers- 
field to Sacramento. The disease is also present among horses 
in this area. A small outbreak involving both humans and 
horses has also been found in Colorado. 

Dr. Lorenzo L. Parks, Florida State Board of Health, has 
reported 10 cases of eastern equine encephalitis among horses 
and mules in four northeast counties of the state. No human 
cases Were reported from this source. 


New Polio Booklets.—The Division of Professional Education 
of the National Foundation for Infantile Paralysis has issued 
two new booklets, “Management of Poliomyelitis Patients with 
Respiratory Difficulty” and “Isolation Techniques and Nursing 
Care in Poliomyelitis.” The former, a digest of a larger manual 
of the same title, which will be available for limited distribution 
in the fall, contains material on factors controlling pulmonary 
ventilation: adverse effects of poliomyelitis on respiration; 
recognition and treatment of breathing difficulties caused by 
paralysis of the respiratory muscles; recognition and treatment 
of breathing difficulties caused by loss of ability to swallow: 
weaning the patient from the tank respirator: and recognition 
and treatment of breathing difficulty caused by medullary center 
involvement. 

The 20 page booklet on “Isolation Techniques and Nursing 
Care in Poliomyelitis” was developed to meet the demand of 
nurses and other professional groups for information on isolation 
and nursing procedures. These booklets may be obtained from 
the foundation’s headquarters at 120 Broadway, New York §. 


Chicago Society Offers Postgraduate Courses.—The Chicago 
Medical Society is sponsoring two postgraduate courses this fall: 
(1) “Cardiovascular and Renal Diseases” (Sept. 29-Oct. 3), with 
SS presentations by a faculty of 34: (2) “Diseases of the Gastro- 
intestinal Tract, Liver and Pancreas” (Oct. 6-10), with 56 presen- 
tations by a faculty of 32. 

During the luncheons there will be a question and answer 
period. On Wednesday, a clinical pathological conference will 
be held from 4:15 to S:15 p. m. On Thursday, Oct. 2, there 
will be a dinner at 6:30 p. m. at the Drake Hotel, followed by 
a scientific meeting at & p. m., at which Dr. Paul D. White, 
Boston, will discuss “Our Ignorance About Heart Disease in 
Days Gone By.” 

On Wednesday evening, Oct. 8. there will be a dinner followed 
by a scientific meeting at which Dr. Waltman Walters, Rochester, 
Minn., will discuss “Present Day Status of the Surgical Treatment 
of Gastric and Duodenal Ulcer.” and Dr. Burrill B. Crohn, New 
York, “Early Diagnosis of Gastric Malignancy.” 

Tuition fee is $75 for each course. For intormation write the 
Committee on Postgraduate Medical Education, Chicago Medi- 
cal Society, 86 E. Randolph St., Chicago |. 


Pediatric Residency Fellowships.— Ihe American Academy of 
Pediatrics announces that eight fellowships for pediatric resi- 
dents will be available annually tor a period of one year, begin- 
ning Jan. 1, 1953. Each recipient will receive $1,000. The awards 
are made possible by Mr. D. Mead Johnson and Mead Johnson 
& Company. Criteria for the awards will be (1) a letter from the 
chief of service, indicating that the proposed person has com- 
pleted, or will have completed, by Jan. 1, 1953, one year of 
pediatric training credited by the American Board of Pediatrics: 
that the resident has performed his work ably: and that there is 
real need for financial assistance: and (2) a letter from the resi- 
dent requesting the fellowship, stating that he intends to enter 
pediatric private practice at the conclusion of his second year 
of training. Consideration will be given to geographic spread 
of appointments, so that all sections of the country will be repre- 
sented, and preference will be given to well-qualified but smaller 
training centers, Which perhaps have fewer resources for assist- 
ing residents in training than do some of the larger centers. 
Seven awards will be made in the United States and one in 
Canada. Research interests and accomplishments and desire to 
enter academic pediatrics are not criteria for the awards. Appli- 
cations must be filed before Oct. 1. 
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Ophthalmology and Otolaryngology Conference.—A postgradu- 
ate conference in ophthalmology and otolaryngology will be 
held Sept. 15-17 at the Hotel Robert E. Lee, Winston-Salem, 
N. C., sponsored by the North Carolina Eye, Ear, Nose and 
Throat Society and the South Carolina Society of Ophthalmology 
and Otolaryngology. Guest speakers and their first presentations 
are as follows: 


John J. Conley, New York, Diagnosis and Treatment of Cancer of the 
Head and Neck. 

Theodore E. Walsh, St. Louis, Treatment of Acute and Chronic Otitis 
Media. 

Frank Turchik, Bridgeport, Conn., Diagnosis of Nasal Obstruction. 

Verling K. Hart, Chartotie, N. C., Interesting Benign Tumors of the 
Tracheobronchial Tree. 

Frank W. Newell, Chicago, Fever Therapy in Ocular Disease. 

Harold W. Brown, New York, Diagnosis and Treatment, Motor 
Anomalies, Vertically Acting Muscles. 

P. Robb McDonald, Philadelphia. Safety Procedures in Cataract 
Extraction. 

Irving H. Leopold, Philadelphia, Principles and Practical Application 

of Autonomic Drug Therapy in Ophthalmology. 

The social program includes a barbecue at the Old Town Club 
on Monday at 6 p. m. and a banquet in the ballroom of the 
Robert E. Lee on Tuesday, preceded by a cocktail party at 6. 
A fee of $20 will be charged. 


Obstetric Seminar in Florida.—An obstetric seminar under the 
auspices of the maternal welfare committee of the Florida 
Medical Association and the bureaus of maternal and child 
health of South Carolina, Georgia, and Florida will be held at 
the Sheraton Beach Hotel, Daytona Beach, Fla., Sept. 8-10. 
Speakers will include: 
Warren W. Quillian, Coral Gables, Care of the Premature and the 
Newborn. 
R. Gordon Douglas, New York, Bleeding in Pregnancy, Both Early 
and Late. 
Carl P. Huber. Indianapolis, Prolonged Labor with End-Results; 
Maternal and Fetal Mortality. 
William J. Dieckmann, Chicago, Toxemias of Pregnancy. 
F. Bayard Carter, Durham, N. C., Management of Obstetric Difficulties. 
Edith L. Potter, Chicago, Pulmonary Disturbance in the Newborn. 
Fred L. Adair, Maitland, Fla.; Nutrition in Pregnancy. 

Clement A. Smith, New York, Care of the Premature and the Newborn. 
John Adriani, New Orleans, Anesthesia and Analgesia in Obstetrics. 
Tuesday will be devoted to pediatric problems in relation to 
obstetric management and the newborn. Maternal and fetal 
mortality surveys in South Carolina, Georgia, and Florida will 
be discussed by Drs. J. Decherd Guess, Greenville, S. C.; Guy 
V. Rice, Atlanta, Ga.; Eugene F. McCall, Jacksonville; and 

John T. Smedley, Miami, Fla. 


A. M. A. First Public Relations Institute.——The American 
Medical Association's first Medical Public Relations Institute 
wil be held Sept. and § at the Edgewater Beach Hotel, 
Chicago. The institute will be a workshop-type conference where 
public relations personnel, as well as physicians, can get practical 
information on the day-to-day operations of a medical public 
relations program. Primarily for lay public relations and em- 
ployees of state and county medical societies, the institute 
supplements the annual Medical Public Relations Conference, 
which will be held Dec. 1, preceding the A. M. A. Clinical 
Session in Denver. The two day program will be built around 
five panel discussions: practical ways to increase physician 
participation in society activities; modernization of the code of 
ethics to bring about better relations between mass media and 
the medical profession; development of the best working rela- 
tionship between the medical profession and the press, radio, 
and television; tips to the medical profession in working with 
community groups: and strengthening medical public service 
activities. 

Friday will be devoted to medicine’s place in the community. 
This session will cover the county medical society's place in 
community affairs, including tips on how to work with voluntary 
health agencies, other professions, labor, farm groups, schools 
and the P. T. A., women’s clubs, service clubs, and veterans’ 
groups. In the afternoon the institute will break up into round- 
table discussions on field service, radio and television program- 
ming, newsletter editing, and direct mail techniques. 

A special feature of the institute will be a “Project Parade,” 
which will consist of displays of public relations projects of 
state and county medical societies. These societies have been 


invited to display pamphlets, printed materials, or photographs 
of local events. Guests appearing on the program include Mr. 
Edward Lindsay, Decatur, Ill., editor of the Decatur News- 
papers, Inc.; Mr. Jules Herbuveaux, Chicago, manager of tele- 
vision station WNBQ; Mr. Fred R. Jolly, Peoria, Ill., manager of 
the Community Relations Department, Caterpillar Tractor Co.; 
Mr. Ben Park, Chicago, president of a radio documentary 
company; and Mr. Charles R. Jordan, president of a Chicago 
advertising agency. 


Prevalence of Poliomyelitis.—According to the National Office 
of Vital Statistics, the following number of reported cases of 
poliomyelitis occurred in the United States, its territories and 
possessions in the weeks ended as indicated: 


Aug. 2, July 26, Au. 4, 
Areu 1952 1952 1051 
New Eneland States 
Middle Atlantic Stutes 
Eust North Central States 
O7 33 34 
West North Central States 
North Dakota............ 7 | 
South Atlantic States 
Maryland.. 2? 3 | 
South Carolina...... ti 3 
Eust South | States 
Alabama.. Is 1? 433 
West South Central States 
13 14 23 
Mountain States 
1] 
Wvyoming. ? 
Colorado...... 31 71 
New Mexico...... , 
\rizona 7 
Nevada 
Pacifle States 
Territories and ine essions 


FOREIGN 

Congress of World Medicine.— I he World Congress of Medicine 
will be held Oct. 16-18 at Montecatini, Italy, under the presi- 
dency of Prof. Pietro Verga of Naples. Topics listed for dis- 
cussion include “Living Conditions and Health Conditions of 
Populations,” “Repercussions of the War on Physical and Menta! 
Health.” and “Duties of Physicians in Relation to These Prob- 
lems.” 


Cardiovascular Surgeons.—The first meeting of the European 
Society of Cardiovascular Surgery (European Section of the In- 
ternational Society of Angiology) will be held at the University 
House in Strasbourg, France, Oct. 5 and 6. Discussions will be 


149 | 
52 


1584 MEDICAL NEWS 


confined to the chronic cbliterations of arteries, aneurysm and 
embolism excepted. Physicians desiring to discuss this subject 
should submit their names no later than Sept. | to Prof. R. 
Fontaine, Clinique Chirurgicale A, Strasbourg. 


Embryologists to Meet in The Netherlands.—A three day sym- 
posium on “The Biochemical and Structural Basis of Morpho- 
genesis” will open the sessions of the International Institute of 
Embryology in Utrecht, The Netherlands, Aug. 27. The meet- 
ings will be held in the zoological laboratory of the University, 
Janskerkhof 3, which will also be the scene of the meetings of 
the general assembly of the institute Aug. 30 and 31; the latter 
will be open to nonmembers. 


Medical College in India.—At the request of authorities of the 
Indian government, the World Health Organization has desig- 
nated a principal for the medical college in Trivandrum, State 
of Travancore, S. Indian Union, naming Dr. Axel Hojer, who 
retired in June as director-general of health in Sweden after serv- 
ing in that post for 17 years. He previously taught at Lund Uni- 
versity. In addition to serving as principal of the medical college, 
which opened a year and a half ago and which WHO has termed 
one of the best equipped in India, he will lecture on social and 
preventive medicine and on public health. 


Meeting of French Otorhinolaryngologists.— The 50th Congress 
of the French Society of Oto-Rhino-Laryngology wil! be held in 
the Grand Amphitheatre de la Maison de la Chimie, 28 rue Saint 
Dominique in Paris. Oct. 13-16, under the presidency of Prof. 
Portmann of Bordeaux. 

Occupational diseases in the field of otorhinolaryngology and 
cancer of piriform sinus (therapeutic indications and results) will 
be discussed. Surgical sessions will be held in the mornings in 
various hospitals, and there will be an exhibit of instruments and 
otorhinolaryngologic specialties. Information may be obtained 
from Dr. H. Flurin, Secretary General, 19, avenue Mac Mahon, 
17°, Paris. 


World Federation for Mental Health.—This organization will 
meet in Brussels Aug. 24-30, under the presidency of Dr. Alfonso 
Millan of México, D. F. Plenary sessions will be concerned with 
a report on the WFMH seminar on “Mental Health and Infant 
Development” recently held at Chichester, England, “Mental 
Health Problems of Old Age,” “Social Case Work,” and “Re- 
search and Developments in the International Mental Health 
Field.” Groups will meet daily to discuss “Techniques of Mental 
Hygiene in Schools for Normal and for Abnormal Children”; 
“Education of the Public in Principles of Mental Health”; 
“Practical Measures for Dealing with the Mental Health Prob- 
iems of Refugees and Displaced Persons”; “Techniques of Mental 
Hygiene in the Industrial Field”; “Formulation of the Unsolved 
Problems of Mental Hygiene”; and “Public Health and Mental 
Health.” 


DEATHS IN OTHER COUNTRIES 

Dr. Jules Tinel of Paris, neurologist, died March 4 at the age 
of 72. Dr. Tinel in 1911 became chief of Déjerine’s Clinic. In 
1912 he was appointed chief of the pathological laboratory of 
the clinic for nervous diseases and from 1915 to 1918 was chief 
of the neurologic center at Mans. Among Dr. Tinel’s more im- 
portant works are “Injuries of the Nerves,” “Endocrinologic 
Clinic,” and “The Nervous Vegetative System.” Dr. Carlos 
Comba, Italian pediatrician, died in Florence, Italy, Nov. 4, 
1951, at the age of 80. In 1894 he joined the pediatric department 
of Professor Mya in Florence, where he remained until 1903, 
when he was appointed professor of pediatrics at Bologna. In 
1911, he returned to Florence as professor, remaining in that 
position until his retirement in 1943. He was one of the founders 
of La Societa Italiana de Pediatria and its president from 1920 to 
1924. He was editor of the Revista de clinica pediatrica for many 
years. Dr. Comba’s clinical contributions covered many fields, 
notably diphtheria, tuberculosis, meningitis, and measles. 
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MEETINGS 


AMERICAN MEDICAL ASSOCIATION PUBLIC RELATIONS INSTITUTE, Edgewater 
Beach Hotel, Chicago, Sept. 4-5. Mr. Leo E. Brown, 535 N. Dearborn 
St., Chicago 10, Director, 


AMERICAN ACADEMY FOR CEREBRAL Patsy, Durham, N. C., Oct. 2-4. 
Dr. Meyer A. Perlstein, 4743 North Drake Ave., Chicago 25, Secretary. 

AMERICAN ACADEMY OF OPHTHALMOLOGY AND OTOLARYNGOLOGY, Chicago, 
Oct. 12-17. Dr. W. L. Benedict, 100 First Avenue Bldg., Rochester, 
Minn., Executive Secretary. 

AMERICAN ASSOCIATION OF BLOOD Banks, Hotel Schroeder, Milwaukee, 
Oct. 9-11, Miss Marjorie Saunders, 3500 Gaston Avenue, Dallas 1, 
Texas, Secretary. 

AMERICAN ASSOCIATION OF MEDICAL RECORD LIBRARIANS, Shoreham Hotel, 
Washington, D. C., Oct. 13-17. Miss Doris Gleason, 510 N. Dearborn St., 
Chicago 10, Executive Secretary. 

AMERICAN ASSOCIATION OF OBSTETRICIANS, GYNECOLOGISTS AND ABDOMINAL 
SURGEONS, The Homestead, Hot Springs, Va., Sept. 4-6. Dr. William F. 
Mengert, 2211 Oak Lawn Ave., Dallas, Texas, Secretary. 

AMERICAN CLINICAL AND CLIMATOLOGICAL ASSOCIATION, Elmira, N. Y., 
Oct. 16-18. Dr. Marshall N. Fulton, 124 Waterman St., Providence 6, 
R. I., Secretary. 

AMERICAN COLLEGE OF SURGEONS,Waldorf-Astoria, New York, Sept. 22-26. 
Dr. Michael L. Mason, 40 East Erie St., Chicago 11, Secretary. 

AMERICAN CONGRESS OF PHysicaL MEDICINE, Roosevelt Hotel, New York, 
Aug. 25-29. Dr. Frances Baker, One Tilton Ave., San Mateo, Calif., 
Secretary. 

AMERICAN HosprtaL ASSOCIATION, Philadelphia, Sept. 15-18. Mr. George 
Bugbee, 18 East Division St., Chicago 10, Executive Director. 

AMERICAN MEDICAL WRITERS’ ASSOCIATION, Jefferson Hotel, St. Louis, 
Oct. 1. Dr. Harold Swanberg, 510 Maine St., Quincy, Ill, Secretary. 

AMERICAN PHYSIOLOGICAL SoceTy, New Orleans, Sept. 4-6. Dr. E. F. 
Adolph, University of Rochester School of Medicine and Dentistry, 
Rochester, N. Y., Secretary. 

AMERICAN RuorNiGtN Kay Society, Shamrock Hotel, Houston, Texas, 
Sept. 23-26. Dr. Barton R. Young, Germantown Hospital, Philadelphia 
44, Secretary. 

AMERICAN Society OF CLINICAL PaTHOLOGIsSTs, Chicago, Oct. 13-17. 
Dr. Clyde G. Culbertson, 1040 W. Michigan St., Indianapolis, Secretary. 

AMERICAN SOCIETY OP MAXILLOFACIAL SURGEONS, Hotel del Coronado, San 
Diego, Calif., Sept. 10-13. Dr. Casper M. Epsteen, 25 East Washington 
St., Chicago 2, Secretary. 

ANNUAL GULF COAST REGIONAL CONFERENCE ON INDUSTRIAL HEALTH, Rice 
Hotel, Houston, Tex., Sept. 24-27. Dr. W. H) Hamrick, P. O. Box 2371, 
Houston, Tex., Chairman. 

BIOLOGICAL PHOTOGRAPHIC ASSOCIATION, Hotel New Yorker, New York, 
Sept. 10-12. Mr. Lloyd E. Varden, Pavelle Color, Inc., 533 W. 57th St., 
New York 19, Secretary. 

COLLEGE OF AMERICAN PATHOLOGISTS, Drake Hotel, Chicago, Oct. 13-17. 
Dr: M. G. Westmoreland, 203 N. Wabash Ave., Chicago 1, Executive 
Secretary. 

CoLorapo State MEDICAL Society, Stanley Hotel, Estes Park, Sept. 9-12. 
Mr. Harvey T. Sethman, 835 Republic Bidg., Denver 2, Executive 
Secretary. 

CONSTANTINIAN Society, Lake Placid Club, Lake Placid, N. Y., Oct. 1-4, 
Dr. C. F. Shook, P. O. Box 1035-36, Toledo i, Ohio, Secretary. 

DELAWARE, MEDICAL Society oF, Rehoboth, Sept. 8-10. Dr. Andrew M. 
Gehret, 822 North American Bldg., Wilmington, Secretary. 

District oF CoLuMBIA, MepicaL SociETy OF THE, Hotel Statler, Washing- 
ton, Sept. 29-Oct. 1. Mr. Theodore Wiprud, 1718 M St. N.W., Wash- 
ington, Secretary. 

Gutr Coast Ciinicat Society, San Carlos Hotel, Pensacola, Fla., Oct. 
16-17. Dr. Dale E. York, 21'2 E. Wright St., Pensacola, Fla., Secretary. 

Kansas City SouTHWest CLinicaL Kansas City, Mo., Oct. 6-9. 
Dr. Galen M. Tice, 630 Shukert Bidg., Kansas City, Kansas, Secretary. 

KENTUCKY STATE MEDICAL ASSOCIATION, Brown Hotel, Louisville, Oct. 7-9. 
Dr. Bruce Underwood, 620 S. Third St., Louisville 2, Secretary. 

MICHIGAN STATE MepicaL Socitty, Book-Cadillac Hotel, Detroit, Sept. 
24-26. Dr. L. Fernald Foster, 606 Townsend St., Lansing 15, Secretary. 

MiIssissipP! VALLEY Mepicat Society, Jefferson Hotel, St. Louis, Oct. 1-3. 
Dr. Harold Swanberg, 510 Maine St., Quincy, Ill., Secretary. 

MONTANA MEDICAL ASSOCIATION, Florence Hotel, Missoula, Sept. 18-21. 
Mr. L. R. Hegland, 104 North Broadway, Billings, Executive Secretary. 

NEUROSURGICAL SOCIETY OF AMERICA, The Cloister, Sea Island, Ga., Sept. 
18-20. Dr. C. D. Hawkes, 22 North Manassas St., Memphis 5, Tenn., 
Secretary, 

New HampsHire Mepicat Society, Mt. Washington Hotel, Bretton 
Woods, Sept. 7-9. Dr. Deering G. Smith, 44 Chester St., Nashua, 
Secretary. 

Nortu Paciric Pepiatric Society, Challenger Inn, Sun Valley. Idaho, 
Sept. 19-20. Dr. S. Gorham Babson, 1107 S.W. 13th Ave., Portland 5, 
Ore., Secretary. 

NortH Paciric SOCIETY OF INTERNAL MEDICINE, Sun Valley, Idaho, Sept. 
19-20. Dr. Robert L. King, 1115 Terry Ave., Seattle 1, Wash., Secretary. 

North T&XAs-SOUTHERN OKLAHOMA Fatt CLINICAL CONFERENCE, Wichita 
Fails, Texas, Sept. 17. Dr. E. Aubrey Cox, Hamilton Bldg., Wichita 
Falls, Texas, Chairman. 

OREGON State Mepicat Socigiy, Portland, Oct. &-11. Dr. Robert F. 
Miller, 833 S.W. llth Ave., Portland 5, Secretary. 

Paciric DERMATOLOGIC ASSOCIATION, Palace Hotel, San Francisco, Aug. 
29-30. Dr. Ervin H. Epstein, 447 29th St., Oakland, Calif., Secretary. 
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PENNSYLVANIA, MEDICAL SOCIETY OF THE STATE OF, Bellevue-Stratford Hotel, 
Philadelphia, Sept. 28-Oct. 2. Dr. Walter F. Donaldson, 500 Penn Ave., 
Pittsburgh 22, Secretary. 

Tri-State Mepicat Society or Texas, LOUISIANA AND ARKANSAS, Tex- 
arkana, Texas, Oct, 2-3. Dr. Albert M. Hand, 619 Main St., Texarkana, 
Texas, Secretary. 

U. S. CHAPTER, INTERNATIONAL COLLEGE OF SURGEONS, Conrad Hilton 
Hotel, Chicago, Sept. 2-5. Dr. Arnold S, Jackson, 1516 Lake Shore 
Drive, Chicago, Executive Secretary. 

UrtaH STATE Mepicat Association, Salt Lake City, Sept. 4-6. Dr. T. C. 
Weggeland, 42 S. Fifth East St., Salt Lake City, Secretary. 

VERMONT STATE MEDICAL Society, Mt. Washington Hotel, Bretton Woods, 
N. H., Sept. 7-9. Dr. James P. Hammond, 128 Merchants Row, Rutland, 
Secretary. 

VIRGINIA, MEDICAL SocteTy OF, Jefferson Hotel, Richmond, Sept. 28-Oct. 1. 
Mr. Robert L. Howard, 1105 West Franklin St., Richmond, Executive 
Secretary. 

WASHINGTON STATE MEDICAL ASSOCIATION, Olympic Hotel, Seattle, Sept. 
13-17. Dr. Bruce Zimmerman, 338 White-Henry-Stuart Bldg., Seattle, 
Secretary. 

WISCONSIN, STATE MepicaL Society oF, Hotel Schroeder, Milwaukee, 
Oct. 6-8. Mr. Charles H. Crownhart, 704 E. Gorham St., Madison, 
Secretary. 


INTERNATIONAL 


AERO MEDICAL ASSOCIATION INTERIM MEETING, Paris, France, Sept. 26-28. 
Dr. Armand Robert, 2 Rue Marbeuf, Paris 8e, France, Secretary. 

AMERICAN CONGRESS OF INDUSTRIAL MeviciINne, Kio de Janeiro, Brazil, 
Sept. 20-28. Prof. Dr. Jose Pedro Reggi, Calle Arenales No. 981 Buenos 
Aires, Argentina, Director General. 

AUSTRALASIAN MEpicaL CONGRESS, Melbourne Victoria, Australia, Aug. 
22-30. Dr. C. H. Dickson, Medical Society Hall, 426 Albert St., East 
Melbourne, Victoria, Australia, General Secretary. 

CONGRESS OF INTERNATIONAL ANESTHESIA RESEARCH SOCIETY, Virginia 
Beach, Virginia, U. S. A., Sept. 22-25. 

CONGRESS OF INTERNATIONAL INSTITUTE OF EMBRYOLOGY, University of 
Utrecht, Zoological Laboratory, Utrecht, Netherlands, Aug. 27-31. Dr. 
M. Woerdeman, Anmisierdam, fioiiand, President. 

EUROPEAN CONGRESS OF CARDIOLOGY. University of London, Bloomsbury, 
W.C.1, England, Sept. 10-12. Dr. K. Shirley Smith, 35 Wimpole St., 
London, W.1, England, Secretary. 

EUROPEAN SOCIETY OF CARDIOVASCULAR SURGERY, Strasbourg, France, Oct. 
3-4, Sir James Learmonth, Department of Surgery, University New 
Buildings, Edinburgh 8, Scotland. 

JNTERAMERICAN CARDIOLOGICAL CONGRESS, Buenos Aires, Argentina, Aug. 
31-Sept. 7. Dr. Blas Moia, Larrea 1132, Buenos Aires, Argentina, 
Secretary-General. 

INTER-AMERICAN CONGRESS OF PUBLIC HEALTH, Havana, Cuba. Sept. 26- 
Oct. 1. Pan-American Sanitary Bureau, 1501 New Hampshire Ave. 
N.W., Washington 6, 

INTER-AMERICAN CONGRESS OF RADIOLOGY, Mexico City, Mexico, Novy. 2-8, 
Dr. Guido Torres Martinez, Marsella No. 11, Mexico, D.F., Sectetary- 
General. 

INTERNATIONAL CONGRESS OF ANTHROPOLOGY AND ETHNOLOGY, Vienna, 
Austria, Sept. 1-8. For information write: Secretaries, Royal Anthro- 
pological Institute, 52 Upper Bedford Place, London, W.C.1, England. 

INTERNATIONAL CONGRESS ON DISEASES OF THE CHEST, Rio de Janeiro, 
Brazil, Aug. 24-30. Mr. Murray Kornfeld, 112 East Chestnut St., Chicago 
11, Illinois, Executive Secretary. 

INTERNATIONAL CONGRESS OF HAEMATOLOGY, Mar del Plata, Argentina, 
Sept. 21-26. Dr. Carlos Reussi, Anchorena 1710, Buenos Aires, Argen- 
tina, Secretary. 

INIERNATIONAL CONGRESS OF THE History OF Mepicine, Nice-Cannes, 
France, and Monaco, Sept. 8-14. Dr. F. A. Sondervorst, 124 Avenue 
des Allies, Louvain, Belgium, Secretary-General. 

INTERNATIONAL CONGRESS ON HyDatip DISEASE, Santiago, Chile, Nov. 21- 
24. Organizing Committee, P. O. Box 9183, Santiago, Chile 

INTERNATIONAL CONGRESS OF INTERNAL MEDICINE, Friends House, London, 
N.W.1, Eng. Sept. 15-18. Sir Harold Boldero, 12 Pall Mall East, 
London, S.W.1, England, Secretary. 

INTERNATIONAL CONGRESS OF MEDICAL Press, Venice, Italy, Oct. 4-5. Dr. 
Bruno de Biasio, S. Marco 4646, Venice, Italy, Secretary. 

INTERNATIONAL CONGRESS ON MepicaL RECORDS, London, England, Sept. 
7-12. Miss Gwen Perkins, 120 C Street S.E., Washington, D. C., Chair- 
man, 

INTERNATIONAL CONGRESS OF MiIIITARY MEDICINE AND PHARMACY, Monte- 
video, Uruguay, March 1-7, 1953. Dirreccion General del Servico de 
Sanitad Militar, 8 de Octubre y Mariano Moreno, Montevideo, Uruguay, 
Secretariat of the Congress. 

INTERNATIONAL CONGRESS ON NEUROPATHOLOGY, Rome, Italy, Sept. 8-13, 
Dr. Armando Ferraro, 722 W. 168th St., New York, N. Y., U. S. A,, 
Secretary General. 

INTERNATIONAL CONGRESS OF OTORHINOLARYNGOLOGY, Amsterdam, Nether- 
lands, June 8-15, 1953. Ww Struben, J. J. Viottastraat 1, 
Amsterdam, Netherlands, Secretary. 

INTERNATIONAL CONGRESS OF RapbIOoLOGy, Copenhagen, Denmark, July 
19-25, 1953. Professor Flemming Norgaard, 10 Oster Voldgade, Copen- 
hagen K., Denmark, Secretary General. 

INTERNATIONAL CONGRESS OF THERAPEUTICS, Madrid, Spain, Oct. 16-18, 
Professor Armijo, Instituto de Farmacologia, Cuidad Universitaria, 
Madrid, Spain, Secretary. 

INTERNATIONAL CONGRESS OF UROLOGY, The Waldorf-Astoria, New York, 
SS AP ~~ 15-18. Dr. John A. Taylor, 2 East 54th St., New 
York, N. Y., U. S. A., Secretary-General. 

INTERNATIONAL + thd CONGRESS, London, England, May 25-30, 1953, 
Capt. J. E. Stone, 10 Old Jewry, L@Mdon, EC2, England, Hon. Secretary. 


MEDICAL NEWS 1585 


INTERNATIONAL STUDY CONFERENCE ON CHILD WELFARE, Bombay, India, 
Dec. 5-12. For information write: All India Save the Children Com- 
mittee, 5 Carmichael Road, Bombay, India. 

INTERNATIONAL UNION AGAINST TUBERCULOSIS, Rio de Janeiro, Brazil, 
Aug. 24-27. Prof. Etienne Bernard, 66 Blvd. St. Michel, Paris 6e, France, 


MepicaL WOMEN’S INTERNATIONAL ASSOCIATION, Vichy, France, Sept. 
12-16. Dr. Margaret M. Wurts, 27 East Weilesley Road, Montclair, 
N. J., U. S. A., National Secretary. 

NEURORADIOLOGICAL SyMPOSIUM, Stockholm, Sweden, Sept. 17-20. Docent 
Ake Lindbom, Symposium Neuroradiologicum, Serafimerlasarettet, Stock- 
holm K., Sweden, Secretary. 

Pan AMERICAN CONGRESS OF THE MEDICAL PRESS, Buenos Aires, Argentine, 
July 12-16, 1953, Secretaria del Congress, 763 Uriburu, Buenos Aires, 
Argentine. 

Wortp CONGRESS OF MEDICINE, Montecatini, Italy, Oct. 16-18. Secre- 
tariat: Corso Trieste, 65, Rome, Italy. 

Wortp orf MENTAL HEALTH, Brussels, Belgium, Aug. 25+ 
Sept. 1. Dr. J. R. Rees, 19 Manchester St., London, W.1, England, 


Wortp MEpIcAL ASSOCIATION, Athens, ‘ Oct. 12-16. Dr. Louis H. 
Bauer, 2 East 103d St., New York 29, N. Y., Secretary General. 


EXAMINATIONS 
AND LICENSURE 


NATIONAL BOARD OF MEDICAL EXAMINERS 

NATIONAL BOARD OF MepicaL Examiners: Part I, Sept. 8-10. All centers 
where there are five or more candidates. Exec. Sec., Dr. John P. Hub- 
bard, 225 S. 15th St., Philadelphia 2. 


EXAMINING BOARDS IN SPECIALTIES 


AMERICAN BOARD OF ANESTHESIOLOGY: Oral. Swampscott, Mass., Sept. 
28-Oct. 1. Sec., Dr. C. B. Hickcox, 80 Seymour St., Hartford 15. 

AMERICAN BOARD OF DERMATOLOGY AND SYPHILOLOGY: Written. Various 
Centers, September 1953. Final date for filing applications was May 1. 
All candidates are now required to take the written examination. Oral. 
Philadelphia, October 1953. Ex. Sec., Miss Janet Newkirk, 66 East 66th 
St., New York 21. 

AMERICAN BOARD OF INTERNAL MEDICINE: Written. Various centers and 
overseas, Oct. 20. Closing date for the acceptance of applications for 
the written examination was May 1. Oral. San Francisco, Sept. 3-6; 
Philadelphia, Nov. 13-14 and Washington, D. C., Nov. 17-18. Exec. 
Sec.-Treas., Dr. William A. Werrell, 1 West Main Street, Madison 3. 

AMERICAN BOARD OF NEUROLOGICAL SURGERY: Written. New Haven, Sept. 
19-21. Oral. Chicago, May or June 1953. Final date for filing applica- 
tion for the oral examination is Jan. 15, 1953. Sec., Dr. W. J. German, 
789 Howard Ave., New Haven 4, Conn. 

AMERICAN BOARD OF OBSTETRICS AND GYNECOLOGY: Written. Various 
Centers, Feb. 6, 1953, Final date for filing applications is Nov. 1. Sec., 
Dr. R. L. Faulkner, 2105 Adelbert Road, Cleveland 6. 

AMERICAN BOARD OF OPHTHALMOLOGY: Written. Various Centers, January 
1953. Final date for filing applications was July 1. Practical. Chicago, 
Oct. 6-10 and New York City, June 6-10, 1953. Sec., Dr. Edwin B. 
Dunphy, 56 Ivie Road, Cape Cottage, Maine. 

AMERICAN BOARD OF ORTHOPAEDIC SURGERY: The deadline for the receipt 
of applications for the 1953 Part il examinations is Aug. 15. Sec., Dr. 
Harold A. Sofield, 122 S. Michigan Ave., Chicago. 

AMERICAN BOARD OF OTOLARYNGOLOGY: Written. Chicago, Oct. 6-10. Oral. 
Chicago, Oct. 6-10 and New Orleans, April 21-25, 1953, Sec., Dr. Dean 
M. Lierle, University Hospital, lowa City. 

AMERICAN BOARD OF PATHOLOGY: Written and Oral. Pathologic Anatomy 
and Clinical Pathology examination. Chicago, Oct. 9-11. Sec., Dr. 
William B. Wartman, 303 E. Chicago Ave., Chicago 11. 

AMERICAN BOARD OF PéDIATRICS: Oral. Chicago, Oct. 24-26; Boston, Dec. 
5-7. Exec. Sec., Dr. John McK. Mitchell, 6 Cushman Road, Rose- 
mont, Pa. 

AMERICAN BOARD OF PLASTIC SURGERY: Oral and Written. New York, 
Sept. 26-28. Final date for filing of case reports is Aug. 15 Sec., Dr. 
Bradford Cannon, 4647 Pershing Ave., St. Louis 8. 

AMERICAN BOARD OF PREVENTIVE MEDICINE AND PusBLic HEALTH: Cleve- 
land, Oct. 18-20. Sec., Dr. E. L. Stebbins, 615 N. Wolfe St., Baltimore, 

AMERICAN BOARD OF PROCTOLOGY: Oral and Written. Philadelphia, Sept. 
27-28. Sec., Dr. Louis A. Buie, 102-110 Second Ave., S.W., Rochester, 
Minn. 

AMERICAN BOARD OF PSYCHIATRY AND NEUROLOGY: New York City, Dec. 
15-16. Final date for filing applications is Sept. 15. Sec.-Treas., Dr. 
David A. Boyd, Jr., 102-110 Second Ave. S.W., Rochester, Minn. 

AMERICAN BoarD OF RaDIOLOGY: Oral. Dec. 1-7. Final date for filing 
application was June 1. Oral. Tampa, April 8-15. Sec., Dr. B. R. Kirklin, 
102-110 Second Ave., S.W., Rochester, Minn. 

AMERICAN BOARD OF SURGERY: Written. Various Centers. October 1952. 
Final date for filing application was July 1. Written. Various Centers, 
March 1953. Final date for filing application is Dec. 1. Sec., Dr. J. 
Stewart Rodman, 225 S. 15th St., Philadelphia. 


AMERICAN BOARD OF UROLOGY: Written. Various Centers, December. 
Oral. Chicago, Feb. 7-11. Sec., Dr. Harry Culver, 30 Westwood Road, 
Minneapolis 16, Minn, 

Boarp OF THORACIC SURGERY: Written. Various Centers, Sept. 5. Sec., Dr. 
William M. Tuttle, 1151 Taylor Ave, Detroit 2. 


Secretary-General. 
S retary 
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J.A.MLA., Aug. 23, 1952 


DEATHS 


Van Hoosen, Bertha * Rochester, Mich.: born in Rochester, 
March 26, 1863; University of Michigan Department of Medi- 
cine and Surgery, Ann Arbor, 1888; began practice in 1892 in 
Chicago where she was professor and head of the department of 
obstetrics at Loyola University School of Medicine trom 1918 
to 1937, when she became professor emeritus, professor of 
clinical gynecology at the College of Physicians and Surgeons 
of Chicago, School of Medicine of the University of Illinois, 
from 1902 to 1912. and professor of gynecology and embryology 
at Northwestern University Woman's Medical School from 
1894 to 1902: from 1915 to 1918 first president of the Medical 
Women’s National Association, now known as the American 
Medical Women’s Association; member of the Illinois State 
Medical Society, Chicago Pathological Society, Illinois Academy 
of Science, Medical Women’s International Association, and 
Daughters of the American Revolution; honorary member of 
the International College of Surgeons and the International 
Association of Medical Women; fellow of the American College 
of Surgeons; served as consultant to Women and Children’s 
Hospital and Lewis Memorial Maternity Hospital in Chicago; 
formerly affiliated with Misericordia, Provident, Woman's, Mary 
Thompson, Cook County, and Frances E. Willard hospitals all in 
Chicago, and Oak Park (IIl.) Hospital; received the honorary 
degree of master of arts from her alma mater in 1912 and an 
LL.D. degree from Loyola University in 1926; formerly editor 
of the Medical Woman's Journal; author of “Petticoat Surgeon” 
published in 1947; died June 7, aged 89. 


Bartley, Samuel Potter * Brooklyn: born in Brooklyn June 6, 
1890; Long Island College Hospital, Brooklyn, 1914: clinical 
associate professor of surgery at University of New York 
Medical Center: member of the American Association for the 
Surgery of Trauma and the Industrial Medical Association; 
fellow of the American College of Surgeons; founder and chair- 
man of the Brooklyn Cancer Committee of the American Cancer 
Society: for his service during World War 1, in 1925 was made 
a Chevalier of the Legion of Honor by France; affiliated with 
Kingston Avenue Hospital and House of St. Giles the Cripple 
in Brooklyn and Huntington (N. Y.) Hospital; died in Long 
Island College Hospital June 10, aged 62, of leukemia. 


Alexander, William Franklin # Terrell, Texas; Southwestern 
University Medical College, Dallas, 1905; owner of a hospital 
bearing his name: died June 6, aged 73. 


Alexander, William Graham ® Peoria, II].; Northwestern Univer- 
sity Medical School, Chicago, 1904; served during World War I; 
formerly practiced in Evanston, where he was a member of the 
board of health and school board and affiliated with Evanston 
and St. Francis hospitals: died June 14, aged 81, of cerebral 
hemorrhage. 


Anderson, Oliver Wendell ® Luverne, Minn.; University of 
Minnesota Medical School, Minneapolis, 1936; died in Minne- 
apolis April 28, aged 40, of coronary occlusion. 

Andrew, James * Cordova, Ala.: University of Georgia School 
of Medicine, Augusta, 1922: died March 26, aged 53. 

Arthur, Herbert Spencer * McKeesport, Pa.; Northwestern 
University Medical School, Chicago, 1902; at one time mayor 
of McKeesport: formerly on the city school board; vice-president 
and director of the Daily News Publishing Company of Mc- 
Keesport; president and director of the Massillon (Ohio) Steel 
Casting Company; director of the First National Bank of Mc- 
Keesport; affiliated with McKeesport Hospital; died in Fort 
Louden June 12, aged 73. of coronary occlusion. 

Bach, Arthur # Lexington, Ky.; University of Louisville Medical 
Department, 1917: affiliated with St. Joseph Hospital and Good 
Samaritan Hospital, where he died June 8, aged 58, of pulmonary 
embolism, following a gastrectomy for duodenal ulcer. 


#@ Indicates Member of the American Medical Association. 
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Baketel, Roy Vincent * Salem, N. H.: Dartmouth Medical 
School, Hanover, N. H.. 1899: member of the Massachusetts 
Medical Society: formerly practiced in Methuen, where he was 
school physician, affiliated with Nevins Home for the Aged. and 
a director of the Methuen National Bank: for many years on the 
staff of the Lawrence (Mass.) General Hospital: died May 26, 
aged 75, of a heart attack. 

Barnes, Herbert Trumbull * Delafield, Wis.; Rush Medical 
College, Chicago, 1903; past president of the Waukesha County 
Medical Society; served during World War |; for many years 
health officer of Delafield; resident physician and medical officer 
at St. John’s Military Academy; affiliated with Waukesha (Wis.) 
Memorial Hospital: died May 15, aged 76, of cancer. 

Berwald, William Paul Eugene * Patton, Calif.; Syracuse Uni- 
versity College of Medicine, 1935; affiliated with Redlands 
Community Hospital in Redlands and Patton State Hospital; 
died in St. Bernardine’s Hospital in San Bernardino June 11, 
aged 41. 


Bowser, William Francis # Davenport, lowa; State University 
of lowa College of Medicine, lowa City, 1905; died June 13, 
aged 79, of carcinoma of the stomach with metastasis and arterio- 
sclerotic heart disease. 


Bradner, Frank William * Brooklyn: Bellevue Hospital Medical 
College, New York, 1889; active in the National Guard and 
served as a major in the 13th regiment; for many years affiliated 
with Kings County Hospital, where he died May 4, aged 83, of 
cardiovascular disease. 

Braislin, Doris Orlenda Tuttle, Rutland, Vt.. Woman's Medical 
College of Pennsylvania, Philadelphia, 1922: certified by the 
National Board of Medical Examiners; member of the American 
Psychiatric Association; died in New York April 11, aged 57, of 
carcinoma. 

Breister, Benjamin Walter * Chicago: Rush Medical College, 
Chicago, 1928; on the staff of the Norwegian American Hospital; 
died in Waukegan, Ill, July S, aged 59, in an automobile 
accident. 

Breivis, John James * Binghamton, N. Y.: University of 
Rochester School of Medicine and Dentistry, Rochester, 1933; 
for many years county coroner; affiliated with Wilson Memorial 
Hospital in Johnson City and Binghamton City Hospital, where 
he died May 8, aged 47, of dissecting aneurysm of the aorta. 


Brennan, Albert Edward # Buffalo; Niagara University Medical 
Department, Buffalo, 1898; served as health officer of the village 
of Sloan; on the staff of Emergency Hospital; surgeon for the 
Delaware, Lackawanna and Western Railroad and Lehigh Valley 
Railroad for many years: died May 2, aged 77. of dilatation of 
the heart. 

Brooks, Charles Sumner, Mount Union, Pa.; Howard University 
College of Medicine, Washington, D. C., 1910; died May 17, 
aged 76. 

Brookshire, William Henry, Phoenix, Ariz.; Columbian Medical 
College, Kansas City, Mo., 1901; died June Il, aged 78, of 
arteriosclerotic heart disease. 

Brown, Stewart Dixon Royston, Ga.: Atlanta College of 
Physicians and Surgeons, 1907; for many years chairman of the 
board of education; medical superintendent of Cobb Memorial 
Hospital; served during World War |; died May 20, aged 71, 
of pulmonary infarction and arteriosclerosis.- 

Brown, William Lee Jr. © Chicago; University of Chicago, the 
School of Medicine, 1942; served in the regular navy during 
World War II; on the staff of the Hlinois Central Hospital, where 
he died July 10, aged 34, of cor pulmonale. 

Brucker, Edward Arthur * Chicago; University of Illinois 
College of Medicine, Chicago, 1916; on the staff of St. Anne’s 
Hospital; died May 27, aged 62, of coronary occlusion. 
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Brumbaugh, Gaius Marcus ® Washington, D. C.; Howard Uni- 
versity College of Medicine, Washington, 1885; Georgetown 
University School of Medicine, Washington, 1888; for many 
years president and later president emeritus of the board of 
trustees of Juniata College in Huntington, Pa.; died May 14, 
aged 90, of hypertensive cardiovascular disease. 


Bryson, Edmond Jones, Liberty, S. C.; Bennett Medical College, 
Chicago, 1913; for many years mayor of Liberty; served during 
World War |; formerly health officer of Greenwood, Oconee, 
and Pickens counties: died May 29, aged 66, of cerebral hemor- 
rhage. 


Cannon, John Henry, Shreveport, La.; University of the South 
Medical Department, Sewanee, Tenn., 1900; past president of 
the city board of health; formerly city health officer; died May 5, 
aged 85, of arteriosclerotic heart disease. 


Childers, Joseph Edward, Tipton, Okla.; Vanderbilt University 
School of Medicine, Nashville, Tenn., 1915; county health 
officer; formerly a physician in the Indian Service; examiner for 
the selective service board during World War II; physician for 
the Missouri, Kansas and Texas Railway; died June 1, aged 65, 
of coronary disease. 


Ciccone, George Vico, Philadelphia; Medico-Chirurgical College 
of Philadelphia, 1901; also a graduate in pharmacy; member of 
the selective service board during World Wars I and Il; died 
May 9, aged 76, of carcinoma of the prostate. 


Collier, Thomas Jefferson ® Atlanta, Ga.; Atlanta College of 
Physicians and Surgeons, 1900; chairman, Section on Anesthesi- 
ology, American Medical Association, 1941-1942; past president 
of the Associated Anesthetists of the United States and Canada: 
member of the American Society of Anesthesiologists; specialist 
certified by the American Board of Anesthesiology; served during 
World War I; affiliated with Piedmont Hospital, where he died 
March 10, aged 77, of cerebral hemorrhage. 


Colson, Dell Cassidy, Glenwood, Ga.; University of Georgia 
School of Medicine, Augusta, 1914; died May 16, aged 70, of 
carcinoma of the bladder. 


Cook, Samuel LeCount, Washington, D. C.; University of Illinois 
College of Medicine, Chicago, 1913; clinical assistant professor 
of gynecology at Howard University College of Medicine: died 
in Rochester, Minn., June 11, aged 64. 


Davies, Morgan Cryder * Columbus, Ohio; Ohio State Univer- 
sity College of Medicine, Columbus, 1927; specialist certified by 
the American Board of Ophthalmology; member of the Ameri- 
can Academy of Ophthalmology and Otolaryngology; affiliated 
with White Cross Hospital and Children’s Hospital: died May 26, 
aged 56, of myocardial infarction. 

Dennis, Thomas Edmund * Monroeville, Ala.; University of the 
South Medical Department, Sewanee, Tenn., 1908; died March 2, 
aged 78, of acute coronary occlusion. 


Donn, Frederick Young, Washington, D. C.; George Washington 
University School of Medicine, Washington, D. C., 1915: died 
June 7, aged 63, of arteriosclerotic heart disease. 

DuBose, David J., Purvis, Miss.; Mississippi Medical College, 
Meridian, 1910; died in Methodist Hospital, Hattiesburg, May 21, 
aged 72, of arteriosclerosis. 


Fitz, Erwin Otto L., Milwaukee; Marquette University School 
of Medicine, Milwaukee, 1914; died in Veterans Administration 
Hospital, Marion, Ind.. March 17, aged 62, of pulmonary tuber- 
culosis. 


Fleck, Harry Willard # Stratford, Conn.; Jefferson Medical 
College of Philadelphia, 1896; formerly practiced in Bridgeport, 
where he was affiliated with St. Vincent’s and Bridgeport hos- 
pitals; died May &, aged 79, of chronic myocarditis and arterio- 
sclerosis. 

Flournoy, Harrison Clinton ® Warwick, Ga.; Vanderbilt Univer- 


sity School of Medicine, Nashville, Tenn., 1911; died May 4, 
aged 66, of coronary infarction. 
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Friesleben, William ® Sauk Rapids, Minn.; Medical College of 
Ohio, Cincinnati, 1906; past president of the Stearns-Benton 
Counties Medical Society; past president of the Benton County 
Fair Association; served on the school board; member of the 
American Academy of General Practice; died May 20, aged 73, 
of angina pectoris. 


Fulda, Harry Christian, Brooklyn; Columbia University College 
of Physicians and Surgeons, New York, 1908; died May 21, aged 
66, of coronary occlusion. 


Gallupe, Harold Quimby * Waltham, Mass.; Harvard Medical 
School, Boston, 1918; secretary of the Massachusetts Medical 
Society; formerly secretary of the state board of registration in 
medicine; served on the staff of the Waltham Hospital, where 
he died May 29, aged 63, of cancer. 


Gauen, George Otto # St. Louis; Washington University School 
of Medicine, St. Louis, 1904; specialist certified by the American 
Board of Obstetrics and Gynecology; fellow of the American 
College of Surgeons: served as chief of obstetrics at Lutheran 
Hospital, where he died June 6, aged 71, of uremia and heart 
disease. 

Gifford, Allen William @ Springfield, Mo.; Central College of 
Physicians and Surgeons, Indianapolis, 1901; died in Burge 
Hospital April 3, aged 78, of arteriosclerotic heart disease. 


Gossom, Kelley D. # Clinton, Okla.; Hospital College of Medi- 
cine, Louisville, 1903; died in Western Oklahoma State Hospital 
May 15, aged 74, of acute myocardial insufficiency. 


Gregory, Wiiliam Grant, Tampa, Fla.; Rush Medical College, 
Chicago, 1891; died in Bay Pines recently, aged 88, of adeno- 
carcinoma of the stomach with metastases to liver, lungs, and 
regional lymph nodes. 


Griffis, Frank C. # Major, U. S. Army, retired, Fruitland Park, 
Fla.; Ohio Medical University, Columbus, 1896; entered the 
medical corps of the U. S. Army in 1917 and retired Nov. 30, 
1930; died recently, aged 85, of arteriosclerotic heart disease. 


Group, George Abraham, Syracuse, N. Y.; Syracuse University 
College of Medicine, 1919; associated with the city health depart- 
ment; served as assistant professor of medicine (syphilology) at 
his alma mater; died in St. Joseph’s Hospital May 18, aged 59, 
of acute myocardial infarction. 

Guild, William Alva # Coral Gables, Fla.; Chicago Homeopathic 
Medical College, 1903; Kansas City College of Medicine and 
Surgery, Kansas City, Mo., 1922; member of the Illinois State 
Medical Society; died in Miami Springs recently, aged 72, of 
hypertension and cancer of the large bowel. 

Gullo, Charles * Buffalo; Loyola University School of Medicine, 
Chicago, 1928; past president of the Livingston County Medical 
Society: certified by the National Board of Medical Examiners: 
tormerly affiliated with Dansville (N. Y.) Memorial Hospital; 
died in Oneida, N. Y., April 12, aged 52. 

Gustafson, Axel Walfred # Gustine, Calit.; College of Physi- 
cians and Surgeons, Los Angeles, 1922; served during World 
War I: health officer and school physician; died in West Side 
Hospital in Newman May 14, aged 71, of cerebral hemorrhage. 


Halpern. Harry Samuel, Philadelphia; Jefferson Medical College 
of Philadelphia, 1911; for many years medical inspector of the 
board of education: died June 2, aged 63. 


Ham, Cornelius, Baltimore; Atlantic Medical College, Baltimore, 
1910; died recently, aged 83, of cerebral hemorrhage. 


Hatcher, George Edward # Cerulean, Ky.; University of 
Tennessee Medical Department, Nashville, 1906; member of the 
American Academy of General Practice; past president of the 
Trigg County Medical Society; served as a member of the county 
board of health; died May 25, aged 69, of a heart attack. 
Hazard, John David ® Albany, N. Y.; New York Medical 
College, Flower and Fifth Avenue Hospitals, in New York, 1942; 
certified by the National Board of Medical Examiners; served 
during World War Il; resident at Veterans Administration 
Hospital, where he died June 22, aged 36. 
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Holbrook, Charles Albert ® Haverhill, Mass.; Harvard Medical 
School, Boston, 1908; affiliated with Hale Hospital, where he 
died April 9, aged 73, of arteriosclerotic heart disease. 


Holt, Rufus Andrew # Los Angeles: College of Physicians and 
Surgeons, Medical Department of the University of Southern 
California, Los Angeles, 1915; affiliated with California Luther- 
an Hospital; died May 16, aged 61. 

Hoppe, Herman C., Columbus, Ohio; Ohio Medical University, 
Columbus, 1901; also a graduate in pharmacy; died May 30, 
aged 82, of pulmonary edema. 

Isbell, Jesse E. D. ® Toccoa, Ga.; Atlanta College of Physicians 
and Surgeons, 1901; served overseas during World War I; died 
April 30, aged 75. 

Jenson, James * Saybrook, Ill.; Chicago College of Medicine 
and Surgery, 1911; died in Bloomington recently, aged 74, of 
coronary heart disease. 


Johnson, Arnold Edwin * Minneapolis: Rush Medical College, 
Chicago, 1902; died in St. Barnabas Hospital recently, aged 76, 
of cerebral hemorrhage and hypertension. 

Jonnes, Lloyd * Circleville, Ohio.; University of Cincinnati 
College of Medicine, 1918; served during World War I; a captain 
in the Ohio National Guard for many years; West Virginia state 
medical inspector for Civilian Conservation Corps from 1935 
to 1937; coroner of Pickaway County since 1945; district medical 
officer, Norfolk and Western and Chesapeake and Ohio Rail- 
roads; president, Ohio History Day Association; owner, Park 
Place Press; died May 21, aged 62. 

Kelley, Clarence Joseph, Washington, D. C.: Georgetown 
University School of Medicine, Washington, 1936; died in 
Providence Hospital July 3, aged 41, of bleeding gastric ulcer. 


Kelty, Harvey Egbert, Chico, Calif.; Willamette University 
Medical Department, Salem, 1906; also a graduate in dentistry; 
veteran of the Spanish-American War; for many years practiced 
in Lakeview, Ore., where he was county judge and county health 
officer; died June 5, aged 72, of carcinoma of the colon. 


Keough, Matthew Joseph, Cohoes, N. Y.; Albany (N. Y.) Medical 
College, 1905; formerly commissioner of health of Cohoes, and 
first medical director for Cohoes public and parochial schools; 
served during World War I; for many years affiliated with Cohoes 
Hospital, where he died April 30, aged 76, of cerebral hemor- 
rhage. 


Kerrick, Charles L., Chrisman, Ill.; Kentucky School of Medi- 
cine, Louisville, 1893; Medical College of Indiana, Indianapolis, 
1894; president of the State Bank of Chrisman; died in Veterans 
Administration Hospital, Danville, May 20, aged 83, of broncho- 
pneumonia. 


Kidd, Claude Everitt, Paducah, Ky.; University of Louisville 
Medical Department, 1907; at one time county health officer; 
served on the staffs of the Illinois Central and Riverside hospitals; 
died May 8, aged 80, of cerebral thiombosis. 


Lange, Pauline E. ® Chicago; Hering Medical College, Chicago, 
1900; at one time on the faculty of her alma mater; affiliated 
with Illinois Masonic Hospital, where she died June 17, aged 76, 
of coronary insufficiency, pulmonary embolism, and carcinoma 
of the cervix. 


Lecrone, Harris Richard # York, Pa.; Jefferson Medical College 
of Philadelphia, 1885; surgeon emeritus at York Hospital; died 
May I1, aged 91. 

Leonard, Ralph Davis, Boston; Harvard Medical School, Boston, 
1910; specialist certified by the American Board of Radiology; 
member and past vice-president of the American Roentgen Ray 
Society; past president of the New England Roentgen Ray 
Society; president of the Melrose Savings Bank; affiliated with 
Brooks Hospital in Brookline, Malden (Mass.) Hospital, and 
Melrose Hospital, where he died May 27, aged 65, of a heart 
attack. 

Lesser, Henry Rothschild, Toledo, Ohio; Medico-Chirurgical 


College of Philadelphia, 1906; died in Toledo — March 29, 
aged 68, of cerebral hemorrhage. 


J.A.M.A., Aug. 23, 1952 


Lipsett, Henry, Rochester, N. Y.; University of Toronto Faculty 
of Medicine, 1920; died in Strong Memorial Hospital May 19, 
aged 57, of nephrosclerosis and arteriosclerosis: 


Littlefield, Frank Browning * Providence, R. lL; Harvard Medi- 
cal School, Boston, 1926; certified by the National Board of 
Medical Examiners; fellow of the American College of Surgeons; 
member of the New England Surgical Society; served during 
World War Il; affiliated with Rhode Island and Charles V. 
Chapin hospitals; died in Jane Brown Memorial Hospital June 3, 
aged 52. 

Lowe, Lewis Morgan, Seattle; College of Physicians and Sur- 
geons of Chicago, School of Medicine of the University of 
Illinois, 1902; died May 19, aged 76, of acute coronary occlusion. 


Lutterloh, Pearlie Watson ® Jonesboro, Ark.; Washington 
University School of Medicine, St. Louis, 1910; associate clinical 
professor of surgery, University of Arkansas School of Medicine, 
Little Rock; past president of the Arkansas Medical Society, 
Frisco Railway Surgeons Association, and the Mid-South Post 
Graduate Medical Assembly; associated with St. Bernard’s 
Hospital; died May 15, aged 67; of coronary artery disease. 
McCrumb, Ray Richmond # Lansing, Mich.; Detroit College of 
Medicine and Surgery, 1914; affiliated with Edward W. Sparrow 
and St. Lawrence hospitals; died May 5, aged 65, of cerebral 
thrombosis. 


McGarry, Charles Patrick, Chicago; College of Physicians and 
Surgeons of Chicago, School of Medicine of the University of 
Illinois, 1910; affiliated with St. Francis Hospital in Evanston, 
where he died June 2, aged 70, of coronary occlusion. 


McGready, Joseph Hugh ® Independence, lowa; College of 
Physicians and Surgeons of Chicago, 1896; city health officer; 
died May 11, aged 80, of uremia and chronic myocarditis. 


MacKenzie, Charles Fisk, Jackson, Miss.; Vanderbilt University 
School of Medicine, Nashville, 1904; medical missionary in 
China for many years; formerly medical director for the 
Standard Life Insurance Company; died May 3, aged 84, of 
cerebrovascular accident and congestive heart failure. 


McPherrin, Henry Irl © Des Moines, lowa; Drake University 
College of Medicine, Des Moines, 1912; served during World 
War I; died April 9, aged 65. 


Maas, Elizabeth C., Rockford, Ill.; the Hahnemann Medical 
College and Hospital, Chicago, 1894; died in North Rockford 
Hospital May 17, aged 92, of cerebral hemorrhage. 


Mallette, Lester Birch @ San Francisco; Northwestern University 
Medical School, Chicago, 1944; specialist certified by the Ameri- 
can Board of Radiology; served during World War II; formerly 
affiliated with Peoples Hospital in Akron, Ohio; died May 15, 
aged 32, of coronary thrombosis. 


Marable, John Hartwell, Cowan, Tenn.; Vanderbilt University 
School of Medicine, Nashville, 1898; died in Winchester (Tenn.) 
Hospital April 6, aged 77. 


Marchmont-Robinson, George ® Chicago; Loyola University 
School of Medicine, Chicago, 1917; died June 14, aged 67. 


Marquart, James Roger Springfield, Ohio; Ohio State Univer- 
sity College of Medicine, Columbus, 1926; member of the 
American Academy of General Practice; served during World 
Wars I and II; medical director of the Ohio Masonic Home; 
affiliated with Rickley Memorial Hospital; physician at Witten- 
berg College; died May 23, aged 52, of coronary occlusion. 
Marshall, Hal Ellsworth ® Wichita, Kan.; University of Kansas 
School of Medicine, Kansas City, Mo., 1925; specialist certified 
by the American Board of Otolaryngology; past president of the 
Sedgwick County Medical Society; member of the American 
Academy of Ophthalmology and Otolaryngology; on the staff 
of St. Francis Hospital, where he died June 15, aged 55, of 
coronary sclerosis. 

Martin, Carman Ira ® Akron, Ohio; Medical College of Virginia, 
Richmond, 1927; since 1948 county coroner; affiliated with St. 
Thomas Hospital and City Hospital, where he died Mav 16, 
aged 50, of acute coronary occlusion. 
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Miller, Charles Hyette ® Dalhart, Texas; Memphis (Tenn.) 
Hospital Medical College, 1898; died in Northwest Texas Hos- 
pital, Amarillo, April 26, aged 78, of multiple fractures and 
internal injuries received in an automobile accident. 


Mol, Henry L. ® Grundy Center, lowa; Northwestern University 
Medical School, Chicago, 1926; member of the American 
Academy of General Practice; died in Allen Memorial Hospital, 
Waterloo, June 3, aged 55, of coronary thrombosis. 


Moldenhauer, Gustav H. © Chicago; College of Physicians and 
Surgeons of Chicago, School of Medicine of the University of 
Illinois, 1900; an Associate Fellow of the American Medical 
Association; surgeon for the Illinois Central Railroad; died in 
Pinal Sanitarium May 17, aged 77, of carcinoma of the breast. 


Mongel, Ernest Bernhardt, Philadelphia; University of Penn- 
sylvania Department of Medicine, Philadelphia, 1899; affiliated 
with Wills Eye Hospital and the Episcopal Hospital; died May 
12, aged 76. 


Moody, Joseph Warren, Poplarville, Miss.; Medical Department 
of Tulane University of Louisiana, New Orleans, 1906; formerly 
affiliated with Sunflower Hospital (State Penitentiary) at Parch- 
man; died in Methodist Hospital, Hattiesburg, May 2, aged 77, 
of cerebral hemorrhage. 


Moore, Luman Gordon Jr., Kinsman, Ohio; Western Reserve 
University Medical Department, Cleveland, 1906; served during 
World War I; died May 7, aged 71. 


Moore, Telford Ira ® North Hollywood, Calif.; University of 
Illinois College of Medicine, Chicago, 1934; specialist certified 
by the American Board of Ophthalmology; served during World 
War II; shot and killed May 6, aged 45. 


Moorman, Marion Ridley ® Huntsville, Ala.; University of the 
South Medical Department, Sewanee, Tenn., 1900; died April 13, 
aged 73, of bronchitis and chronic myocarditis. 


Myers, Frank Lewis, Sheldon, lowa; College of Physicians and 
Surgeons of Chicago, 1888; died recently, aged 87, of pneumonia. 


Owsley, William McGehee @ Eclectic, Ala.; University of 
Alabama School of Medicine, 1914; died recently, aged 65, of 
cerebral hemorrhage. 


Paterson, William Frederick ® Conrad, Mont.; McGill Univer- 
sity Faculty of Medicine, Montreal, Canada, 1900; on the staff 
of St. Mary’s Hospital; died May 2, aged 77, of coronary 
thrombosis. 


Patterson, Henry Hooker ® Braymer, Mo.; Ensworth Medical 
College, St. Joseph, 1904; past president of the Caldwell-Living- 
ston Counties Medical Society; died May 9, aged 81, of cerebral 
hemorrhage. 


Porter, Earl Stevens ® La Jolla, Calif.; Rush Medical College, 
Chicago, 1909; member of the Montana State Medical Associ- 
ation and past president of the state board of medical examiners 
of Montana; died in Eugene, Ore., recently, aged 69, of coronary 
occlusion. 


Price, John Beadle, Norristown, Pa.; Medico-Chirurgical College 
of Philadelphia, 1914; specialist certified by the American Board 
of Otolaryngology; served during World War I; district medical 
director for the state health department; on the staffs of the 
Graduate Hospital of the University of Pennsylvania and Mont- 
gomery Hospital; died May 11, aged 68. 


Price, Melvin Delbert ® Nappanee, Ind.; Medical College of 
Indiana, Indianapolis, 1900; an Associate Fellow of the Ameri- 
can Medical Association; physician for the Baltimore and Ohio 
Railroad; for many years part owner of the Price & Price Hos- 
pital; affiliated with Elkhart General Hospital in Elkhart, Ind., 
where he died May 31, aged 81, of heart failure. 

Reed, Fred Romer © Thiece Rivers, Mich.; University of Mich- 
igan Homeopathic Medical School, Ann Arbor, 1914; fellow of 
the American College of Surgeons; affiliated with Three Rivers 
(Mich.) Hospital, Sturgis (Mich.) Memorial Hospital, and the 
auxiliary staff, Grace Hospital in Detroit; died June 2, aged 62, 
of myocardial infarction. 


Reed, Guy Pace ® Davis City, lowa; St. Louis College 8f Physi- 
cians and Surgeons, 1899; died May 24, aged 77, of a perforated 
gallbladder. 
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Rhodes, William J. © Louisville, Ga.; University of Georgia 
Medical Department, Augusta, 1884; died recently, aged 94, of 
carcinomatosis. 


Richardson, James Covington, Miami, Fla.; Vanderbilt Univer- 
sity School of Medicine, Nashville, Tenn., 1920; died May 25, 
aged 57, of congestive rheumatic heart disease. 


Riche, H. Guy ® Baton Rouge, La.; Medical Department of 
Tulane University of Louisiana, New Orleans, 1899; past vice- 
president of the Louisiana State Medical Society; vice-president 
and medical director of the Guaranty Income Life Insurance 
Company; past chief of staff of Our Lady of the Lake Sanitarium, 
where he died April 24, aged 76, of adenocarcinoma of the 
colon. 


Ridgway, Alfred M. ® Annandale, Minn.; University of Minne- 
sota College of Medicine and Surgery, Minneapolis, 1890; also 
a pharmacist; served as mayor of Annandale; died May 19, 
aged 90, of coronary insufficiency and bronchopneumonia. 


Robbins, Charles Sumner ® Washington, D. C.; Rush Medical 
College; Chicago, 1901; died June 12, aged 75. 


Roberts, Peter Franklin, Raleigh, N. C.; Leonard Medical School, 
Raleigh, 1907; served on the faculty of his alma mater; died 
recently, aged 71, of cerebral hemorrhage. 


Robertson, Andrew Alexander ® Council Bluffs, lowa; Medical 
Department of Omaha University, 1901; died recently, aged 74, 
of cerebral hemorrhage and arteriosclerosis. 


Rodenmayer, Henry, Bloomington, Calif.; Barnes Medical 
College, St. Louis, 1905; died in San Bernardino May 6, aged 71, 
of hypertensive heart disease. 


Root, Peter Nathaniel ® Bakersfield, Calif.; University of Oregon 
Medical School, Portland, 1924; died recently, aged 64, of 
arteriosclerosis. 


Rosen, Samuel Richard ® New York; born in Brockton, Mass., 
Jan. 9, 1912; Albany (N. Y.) Medical College, 1937; specialist 
certified by the American Board of Psychiatry and Neurology; 
certified by the National Board of Medical Examiners; member 
of the American Psychiatric Association; served in Italy during 
World War II, and received the Bronze Star; affiliated with Gold- 
water Memorial and Mount Sinai hospitals; council member of 
the University Settlement; died in the Hospital for Joint Diseases 
May 24, aged 40, of coronary occlusion. 


Rugh, John B. @ Pitcairn, Pa.; Western Pennsylvania Medical 
College, Pittsburgh, 1897; died May 4, aged 81, of coronary 
occlusion. 


Rumph, Thomas Gladstone ® Fort Worth, Texas; University of 
Louisville (Ky.) Medical Department, 1913; died May 31, aged 
65, of intracranial hemorrhage and arterial hypertension. 


Ryder, Bayard Edward ® Los Angeles; College of Physicians 
and Surgeons of Chicago, School of Medicine of the University 
of Illinois, 1900; died May 17, aged 77, of cerebral hemorrhage. 


Sandoz, Louis Albert ® South Bend, Ind.; University of Louis- 
ville School of Medicine, Louisville, Ky., 1924; member of the 
American Academy of Dermatology and Syphilology; affiliated 
with Memorial and St. Joseph hospitals; died in St. Joseph 
Hospital, Lexington, Ky., May 13, aged 56, of adenocarcinoma 
of the left colon and peritonitis. 


Thomas, Earl Jesse, Findlay, Ohio; University of Michigan 
Department of Medicine and Surgery, Ann Arbor, 1905; fellow 
of the American College of Physicians; served for many years 
on the board of directors of the First National Bank; died in 
Blanchard Valley Hospital May 23, aged 69, of cerebral vascular 
accident. 


Thompson, Floyd C. ® Ontario, N. Y.; Cleveland Homeopathic 
Medical College, 1905; for many years health officer; formerly 
a member and president of the local school board; died in the 
Genesee Hospital, Rochester, May 7, aged 75, of myocardial 
infarction, diabetes mellitus, and thrombophlebitis of the right 
leg. 


Wright, LaVerne ® San Francisco; University of Michigan 
Department of Medicine and Surgery, Ann Arbor, 1901; member 
of the American Society of Anesthesiologists; died recently, aged 
73, of a cerebral accident. 
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AIR FORCE 


Aviation Medical Examiners.—In July, in the new class of 
aviation medical examiners at the Air Force School of Aviation 
Medicine, Randolph Field, Texas, 93 student officers enroiled. 
Five officers of foreign air forces are in the class. The two from 
Pakistan are the first Pakistani students at the school, which has 
graduated flight surgeons of 33 other foreign countries. The class 
contains nine rated pilots, and all but three have had World 
War II experience overseas. The Navy has contributed 24 of 
these medical officers to the Air Force. Most of them were 
trained under the seagoing arm’s V-12 program. This class is the 
first to include two veterans of the war in Korea. 


ARMY 


Personal.—Co]. Dean M. Walker, chief of the department of 
surgery, Tripler Army Hospital, Moanalua, Hawaii, is retiring 
from the Army after 25 years’ service and will enter private 
practice, limited to general surgery, in Honolulu. 


Recall 500 Reserve Nurses.—The recall to active military service 
of 500 reserve Army nurses and 125 reserve women’s medical 
specialists was approved July 31 by the Assistant Secretary of 
Defense. Included in the recall of reservists from the Women’s 
Medical Specialist Corps are 70 dietitians, 31 physical therapists, 
and 24 occupational therapists. The first involuntary recall of 
women reservists in the medical branches of the Army since 
early in the Korean campaign is needed to replace women about 
to be released from active duty. The National Advisory Com- 
mittee of the Selective Service System was directed to assure 
that 20 person essential to the national health, safety, and interest 
will be obliged to leave her civilian job. Those who have been 
recalled since June 25, 1950, will not be affected by this recall. 
The call-up will continue for three months beginning in Febru- 
ary, 1953. Of those to be ordered to active duty 50% are 
scheduled for recall the first month and 25% in each following 
month. Reservists selected for recall will be given at least 120 
days’ notice in which to close out personal business. 


PUBLIC HEALTH SERVICE 


Personal.—Dr. James R. Shaw has been appointed chief, di- 
vision of hospitals, Public Health Service, succeeding Dr. G. Hal- 
sey Hunt, who was named associate chief, bureau of medical 
services. Dr. Shaw will have charge of the 22 hospitals, 19 out- 
patient clinics, and over 100 outpatient offices operated for the 
beneficiaries of the Public Health Service. The division of hos- 
pitals is part of the bureau of medical services, of which Dr. 
Jack Masur is chief. 


Marriages and Divorces.—The marriage rate in 1951 dipped to 
its lowest point since 1938, and the divorce rate to the lowest 
since 1941, according to provisional vital statistics released by 
the Public Health Service. The 1951 marriage rate—10.4 per 
thousand population—showed a 37% drop from the 1946 all- 
time peak. Since the postwar demobilization period, marriage 
rates have generally fallen off as the wave of marriages reduced 
the number of single persons of marrying age. During the past 
few years the number of young persons reaching marrying age 
has been relatively small because of low birth rates during the 
business depression of the early 1930’s. 

Marriages in 1951 totaled 1,594,900, or 72,300 fewer than in 
1950. The marriage rate fell by 6%. An estimated 371,000 di- 
vorces were granted in 1951, compared with 385,100 divorces 
in 1950. The 1951 total includes reports from 32 states and the 
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District of Columbia, and an estimate based on 1950 divorces in 
States not reporting last year. For every 1,000 persons, 2.4 di- 
vorces were granted in 1951, compared with 2.5 in 1950. Since 
the 1946 all-time peak, the divorce rate has dropped 44%. 


Meetings of Advisory Councils.—Seven of the National Advisory 
Councils to the Public Health Service met during June. The 
councils consist of outstanding nongovernmental experts in 
medical sciences, public health, and public affairs. They have as 
ex officio members representatives of the Public Health Service, 
the Veterans Administration, and the Department of Defense. 
The councils were established by law to advise the Surgeon 
General on health problems in their respective fields. One of 
their important functions is to make recommendations for re- 
search grants to nonfederal institutions. The councils which met 
in June were the Mental Health Council, Arthritis and Metabolic 
Diseases Council, National Advisory Health Council, Cancer 
Council, Dental Research Council, Neurological Diseases and 
Blindness Council, and Heart Council. 


VETERANS ADMINISTRATION 


Hospital News.—Dr. Gregory Zilboorg, New York, addressed 
the members of the hospital staff at the VA Hospital, North- 
port, L. I., June 2, on “The Major Difficulties in Psychotherapy,” 
and Dr. Ben Karpman, clinical professor of psychiatry at 
Howard University, Washington, D. C., June 19, on “Psychiatric 
Findings in Criminals.” 


Residencies in Psychiatry.—Residencies in psychiatry are avail- 
able at the Veterans Administration Hospital, Hines, Ill., begin- 
ning Oct. 1, 1952, and Jan. 1, 1953, for a period of three years. 
The residency program is under the direction of the Depart- 
ment of Psychiatry, University of Illinois. The hospital is within 
commuting distance of all other psychiatric facilities in the Chi- 
cago area. The training is fully accredited by the American 
Board of Psychiatry and Neurology. 


Personals.—Dr. Jesse F. Casey, manager of the Veterans Ad- 
ministration Hospital at Topeka, Kan., has been transferred to 
the VA Central Office in Washington, D. C., as Chief of the 
Hospital Psychiatry Section. Dr. Casey, who joined VA in 1930, 
succeeds Dr. A. H. Fachner, who has been appointed manager 
of the new VA Hospital in Salt Lake City, which is scheduled 
to be dedicated next fall. Mr. Bert C. Moore has been ap- 
pointed manager of the Veterans Administration Center in Day- 
ton, Ohio, comprising a 1,120-bed general hospital and a 2,098- 
bed domiciliary unit. Mr. Moore has spent most of his 30 years’ 
service with VA and its predecessor agencies in a managerial 
capacity. 


Repairs for Veterans’ Wheel Chairs.—More than 20,000 disabled 
veterans who use wheel chairs because of service-connected dis- 
abilities will be able to get emergency repairs for them without 
prior Veterans Administration approval. VA regional offices 
across the country will soon begin to issue a new “Prosthetic 
Service Card—Wheel Chairs” to each veteran entitling him to the 
new service. These veterans will get prompt service from com- 
mercial concerns or VA when they need emergency or major 
repairs. On presentation of the service card at any commercial 
repair shop, the veteran may receive emergency repairs up to 
$15 for each wheel chair. On-the-spot eligibility for major repairs 
or emergency replacement of wheel chairs at any of the 30 VA 
orthopedic shops located throughout the country also can be 
established by this card. Heretofore, veterans had to obtain prior 
approval from VA before emergency repairs to wheel chairs 
could be authorized. 
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FOREIGN LETTERS 


CHILE 


Alcoholism.—One of the main topics discussed at a clinical 
meeting held in Vina del Mar during January, 1952, was the sub- 
ject of alcoholism. Dr. I. Roizblat pointed out the importance of 
the problem in Chile. The total number of persons arrested for 
drunkenness in Chile during 1940 was 120,000. Nine years later 
the number increased to 217,000. The maximal number of per- 
sons were within the ages of 25 and 34 (32%), followed by the 
group 35-44 years old (27%). Of those arrested, 147,688 had 
a primary education only, 9,177 a secondary education, and 
156 were university graduates; 58,000 were illiterates. Men 
made up 98% of the cases, and there were twice as many 
unmarried as married men. After carefully analyzing the ad- 
vantages and disadvantages of the conditional reflex treatment 
Dr. Roizblat prefers dipsotherapy. The author plans an anti- 
alcohol campaign. 

Dr. F. Beca studied the question of psychopathology and some 
of the psychic disorders produced by alcoholism. He put special 
emphasis on encephalopathy and alcoholic dementia. The num- 
ber of cases presented was 130. Sixty-four patients belonged to 
the encephalopathic group. The author reminded the audience 
that in 1947 he and Prof. Egana studied 18 patients (7 cases of 
delirium tremens and 8 of alcoholic encephalopathy) and noted 
a decrease of the blood level of thiamine, the level of which was 
also decreased in the spinal liquid and in the urine. The level 
was corrected by the administration of thiamine, but no influence 
on the symptoms was seen. Of the 490 cases of alcoholic 
psychosis that left the Manicomio Nacional, only 8% corre- 
sponded to delirium tremens. Dr. Beca thinks that this phe- 
nomenon is due to the fact that wine is drunk much more than 
brandy and that the majority of the consumers are men. 

Some aspects of the personality of the alcoholic were studied 
by A. Arcaya and A. Schneider. The authors made a complete 
medical check-up and a neurological and psychiatric examina- 
tion, giving great importance to the Rorschach test. Of 533 cases 
the diagnosis of ethylism could be made in 72 cases, and only 7 
presented symptoms of psychosis. In the majority of cases the 
patients started to work at a very early age, 12-14 years old, 
and started to drink between the ages of 14 and 20. The authors 
explain that during puberty the “paternal image” is of great 
importance; the youth either tries to identify himself with it or 
else to reject it. The best friend takes the place of the paternal 
image, and his attitude towards alcoholism is of fundamental 
importance. The patients had adequate incomes, and, therefore, 
the authors rejected the idea that poverty or hypoalimentation 
was a direct cause of alcoholism; however, alcoholism was the 
cause of later lack of employment. The majority of the patients 
had neurotic manifestations since childhood. These manifesta- 
tions were accentuated with the use of alcohol. The inadapta- 
bility of the patient to the environment was another reason. The 
family was often characterized by the presence of an oversolici- 
tous mother filled with neurosis, by the early death of the father, 
or by the parents’ divorce. The authors believe that the addiction 
to alcohol is, in the vast majority of cases, the result of repeated 
frustrations in early childhood that prolonged the oral phase to 
the advanced stages of life. 

The neurological aspects of alcoholism were studied by Prof. 
Lea-Plaza and colleagues, who presented 215 cases of confirmed 
and inveterate alcoholics. The patients were divided into two 
groups. The first group, in which alcohol was the main determin- 
ing factor of the clinical picture, were patients who suffered from 
neuromyelosis, myelosis, encephalomyelosis, neuritis, and poly- 
neuritis. The total number of patients in this group was 145. In 
the second group, in which alcohol was only one factor, were 
patients suffering from epilepsy and vascular accidents. The total 
number of persons in this group was 168. The authors point out 
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that it seems to them that chronic alcoholism acts in a diffuse 
manner on the central and peripheral nervous systems. 

Professor Mardones studied the experimental problems of 
alcoholism. He pointed out that if we accept the theory that in 
problems of human alcoholism there are two aspects, one the 
biochemical one and the other the psychological one, we must 
then conclude that experimental alcoholism performed in ani- 
mals in autoselection will only give us light regarding the bio- 
chemical aspect of the problem. The author observed individual 
variations in the conduct of animals to alcohol, and he showed 
that there exist conditions transmissible by heredity that influence 
alcoholism. Regarding the food factor, the author noted that 
mice that received a diet free of thiamine increased their con- 
sumption of alcohol and that the posterior administration of 
thiamine did not decrease their consumption. 

Dr. L. Acevedo and colleagues presented the results of the 
medical treatment of alcoholism. They found that better results 
were obtained in those patients that willingly submitted to therapy 
and that the cultural standard of the patient influenced to a 
great extent the success of the treatment. Another point of 
interest was the fact that the greater the economic sacrifice the 
patient had to make to undergo therapy the better the results 
obtained. Of the 161 persons treated, 70% were chronic al- 
coholics and 30% had, besides alcoholism, a psychotic person- 
ality. The success achieved was around 50% among professional 
persons and only 35% among nonprofessional employees. 


Neutralization Test of Poliomyelitis Virus in Santiago.—After 
analyzing and summarizing the history and epidemiology of 
poliomyelitis, Dr. Cattaneo noted that each successive polio- 
myelitis wave in Chile is increased in the number of cases in- 
volved. If the disease in its endemic form is new in Chile, then 
the majority of the population will be susceptible to the disease. 
For this reason the author, in 1949, investigated this problem 
for the first time in Chile. An analysis of the population of 
Santiago of different ages was made, using the Lansing test of 
neutralization. If the proportion of positive tests is comparable to 
those in the United States or European countries, then the time 
of introduction of poliomyelitis in Chile is similar to that in the 
above-mentioned countries, thereby showing that a high per- 
centage of subclinical cases is responsible for the phenomenon. 
The study was facilitated to a great extent by the fact that in 
1949-1950 there was a poliomyelitis epidemic. The patients were 
divided in three groups: (1) those under 5 years old, (2) those 
from 5 to 15 years old, and (3) those over 16 years old. No 
selection was made in the cases that were studied, thereby en- 
suring a cross section of the population. The results obtained 
were as follows: positive tests under 5 years of age, 48%; be- 
tween 5 and 15, 98%; and over 16 years, 94%. 

Thus it is apparent that the antibody increases with age, this 
being due to a subclinic phenomena. Turner in the United States 
reported similar figures. In 1950 there was an epidemic, from 
which 50 more patients under 5 years old were included. There 
were 58% who had positive tests, which, when compared with 
the 48% of the normal cases presumably positive, show no 
Statistical significance whatsoever. The author does not accept 
as an explanation for this fact the possible late increase of anti- 
bodies, because all known data up to date contradicts that fact. 
The author explains this phenomenon by saying that the latest 
Chilean epidemic was not due to the Lansing strain and that the 
percentage of positivity to the strain was due to a contact with 
the strain previous to the sickness. . 


Fourth International Congress of Hydatid Disease.—It was 
recently announced that the Fourth International Congress of 
Hydatid Disease will be held in Santiago between Nov. 21 and 
24, 1952. This congress will be held simultaneously with the 
Fourth National Congress of Surgery. The Chilean government 
through the Ministry of Public Health will sponsor the congress. 
The medical, surgical, immunologic, and epidemiological 
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aspects of the disease will be treated in the congress. All com- 
munications should be addressed to P. O. B. 9183, Santiago de 
Chile. 


Postgraduate Courses.—A second postgraduate course was 
solemnly inaugurated on June 30. The main object of the course 
is to give training in up-to-date methods to physicians from out 
of Santiago preferably. The capacity of the course is approxi- 
mately 40, and it will last around 142 months. During this time 
the mornings will be spent in the main hospitals of the capital 
doing practical work in internal medicine (electrocardiography 
and radiology) and clinical cases, whereas the afternoon will be 
dedicated to problems of internal medicine. Problems of nutri- 
tion and dietetics will also be treated. It was announced that the 
first postgraduate course in surgery will open on July 21. The 
following specialities will be included: abdominal surgery, 
esophageal and thoracic surgery, plastic surgery, orthopedics 
and traumatology, and proctological surgery. Each subject will 
be treated with theoretical lectures, practical and clinical work, 
and operations. Every pupil will attend all the theoretical lec- 
tures, but in the practical field he will choose only one subject. 


DENMARK 


New Morbidity Census.—Just before World War II plans were 
prepared by Dr. J. Frandsen, head of the Danish Public Health 
Service, for a morbidity census in Denmark. These plans are 
now being realized owing to the support of the Rockefeller Foun- 
dation, certain Danish organizations, and the government. A 
representative committee was appointed early in 1950 to put 
these plans into execution, and early in 1951 they were tested 
in Copenhagen and some country districts to make sure that 
they worked well. The census itself was started in June, 1951, 
and it is hoped that in the course of the following three years 
some 100,000 persons will have been questioned in regard to 
their health and the social conditions under which they live. 
The census is carried out by social workers, nurses, and various 
other persons specially trained for the purpose and enjoined to 
observe professional secrecy with regard to the information they 
collect. The questions set for this census are asked by laymen 
and answered by laymen, with the result that the information 
gained is of somewhat limited scientific value and requires close 
medical scrutiny. To this end the cooperation of the physicians 
in attendance on the persons questioned is needed. The Danish 
Medical Association has been approached on this subject, and 
it is arranged that the part to be played by the medical profes- 
sion is to be as light as possible. It is hoped that this census 
of a typical cross section of the population of Denmark will 
yield valuable information with regard to morbidity and social 
conditions. 


Causes of Death in Diabetics —Two studies by Dr. Frantz 
Heintzelmann, of the Medical Statistical Bureau of the Danish 
Public Health Service, deal with the 2,620 deaths of diabetics 
during the three year period 1947-1949. Before 1947, the noti- 
fications of the deaths of diabetics did not always distinguish 
between deaths among diabetics and deaths due to diabetes. Since 
January of this year an attempt has been made to render death 
certificates more informative on this score. Dr. Heintzelmann 
finds that since 1936 the annual number of deaths among dia- 
betics has remained fairly constant at about 20 per 100,000 of 
the population, the sex distribution during the three years under 
review showing 38.5 men to 61.5 women. The observation that 
deaths among diabetics has been fairly constant during the past 
i5 years is to a certain extent confirmed by Per Hanssen, who 
found that in Bergen, Norway, there had been no change in the 
total diabetes mortality between 1929 and 1940. 

Most of Heintzelmann’s 2,620 deaths were due to degenera- 
tive changes in the heart. It was chiefly between the ages of 45 
and 64 that this cause of death predominated, but it was also 
important among men between the ages of 15 and 44. Renal 
disease and tuberculosis were also frequent causes of death, and 
in childhood death was almost always due to a diabetic coma. 
Cancer was remarkably rare as a cause of death among dia- 
betics. An editorial in Ugeskrift for Laeger for May 1 suggests 
that the rarity of cancer in general, and cancer of the stomach 
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in particular, in diabetics may be more apparent than real and 
that the malnutrition induced by cancer renders the milder 
forms of diabetes so free from manifestations of this disease 
that it is often overlooked by a physician when writing a death 
certificate. The same editorial comments also on the high death 
rate from hypertension and arteriosclerosis among diabetics. It 
is intimated that if these diseases of the arterial system can be 
prevented by dietetic measures not only diabetics but the com- 
munity as a whole will be benefited 


Progress in the Treatment of Poisoning by Hypnotics.—Since 
World War II the progress made in the treatment of poisoning 
by hypnotics deserves to be called revolutionary. The milestones 
marking this progress begin in 1946, when Kirkegaard showed 
the value of combating shock. In 1947 Lous and others demon- 
strated the importance of keeping the respiratory passages open 
and providing an uninterrupted supply of oxygen. The year 
1949 is notable for the centralization in Copenhagen of these 
patients in hospital departments specially equipped and staffed 
for the purpose, a reform associated with the names of Clemme- 
sen and Bie. In 1950 Eric Nilsson did much to discredit the 
treatment of these patients by stimulants. Dr. Carl Clemmesen 
and Dr. Marie Lindhardt of the medical statistical department 
of the Danish Public Health Service have now succeeded in 
presenting statistical evidence indicative of the improvements 
effected by these reforms. In the six year period 1945-1950 the 
number of victims of poisoning by hypnotics, chiefly the barbi- 
turates, treated in hospital has more than doubled, with 1,509 
in 1945 as compared with 3,051 in 1950. At the same time the 
death rate among these hospitalized patients has fallen from 
24.5% in 1945 to only 6% in 1950. A classification of the 
patients according to whether they were treated in Copenhagen, 
with its new system of centralization, or elsewhere in Denmark 
shows that the death rate was only 3.4% in Copenhagen as 
compared with 8.2% in the rest of Denmark. Though the figures 
are not yet fuliy worked out for 1951, it looks as if the death 
rate for Copenhagen will be still further reduced to about 1.5%. 
It is probable that the example set by Copenhagen in the treat- 
ment of these cases will be followed elsewhere in Denmark. 
The many articles dealing with barbiturate and allied poison- 
ings recently published tn the Danish medical press emphasize 
the scope and importance of this problem. The author of one 
editorial on the subject writes: “Why has there been such a 
widespread need for hypno‘ics and sedatives in the Danish popu- 
lation during these years? Has this need always existed? And 
is it only now gratified as a result of social progress and increased 
opportunities for taking medicines? Or is the atmosphere at the 
present time in Denmark such that constantly growing sections 
of the community must have drugs which can relieve insomnia, 
tension and restlessness?” Whatever the answer, it is at least a 
consolation to know that Denmark is doing pioneer work in this 
field with special reference to reducing the number of fatalities. 


Death of Dr. H. J. Schou.—Dr. Hans Jacob Schou, who was 
born on Aug. 20, 1886, died on May 2, 1952, after a long ill- 
ness. He came into prominence in 1921 on the death of Adolf 
Sell, the founder of the Filadelfia Colony for mental cases. Sell’s 
work had been characterized by deep religious convictions and 
a genius for getting other persons to help him in his creative 
efforts. But he was no scientist, and his colony was sadly in 
need of administrative reforms. Schou was appointed as his suc- 
cessor in the hope that Sell’s religious influence would not only 
be perpetuated but also supplemented by administrative talent. 
Since 1921 Schou has converted Filadelfia into a model of its 
kind for the whole of Denmark. The administrative talent hoped 
of him developed most successfully, and his scientific bent led 
to the issuance of several important contributions to psychiatry 
by his assistants. In 1928 Schou founded the first sanatorium 
of its kind in Denmark for nervous or borderline mental cases, 
Dianalund Nervesanatorium. Meanwhile, at the Filadelfia Col- 
ony he founded a special department for patients with epilepsy, 
guiding its evolution so that it ultimately came to be a more 
or less independent unit under a medical officer of its own. It 
was the “nervesanatorium” type of institution such as Diana- 
lund that appealed most strongly to Schou, and he was tireless 
in his efforts to create a similar institution in Jutland. His poor 
health did not prevent his enormous output of literary works, 
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both scientific and popular. Even after his retirement in 1951, 
because of ill health, his literary activities continued. Among his 
later works, published in 1945, were his studies of the physiology 
of the manic depressive psychoses. His popular works often re- 
flected his religious convictions, which showed no special prefer- 
ence for any one particular version of the Christian creed. 


SWEDEN 


Prevention of Tuberculosis in Schools.—A motion, addressed in 
1952 to the Swedish Parliament, draws attention to an anomalous 
State of affairs with regard to the prevention of infection of 
schoolchildren by their teachers. The inmates in “day-homes” 
are carefully shielded by the law in this respect. Anyone em- 
ployed in such institutions, even when the employment is of a 
temporary character, must be able to present a certificate that 
his or her lungs have been radiologically examined. Such workers 
are also kept under continuous supervision with the possibility 
of tuberculosis always in mind. A much less satisfactory state 
of affairs exists with regard to older children attending school. 
School medical officers are expected to take the necessary meas- 
ures for preventing infectious diseases among teachers and other 
school personnel, and schoolchildren are kept under constant 
medical supervision throughout their scholastic careers; but 
legislation does not provide for the systematic medical control 
of the school staff by radiological examinations. 

Between 1944 and 1946 as many as 65 cases of tuberculosis 
occurred among schoolteachers. In 1943 a manual training 
teacher infected eight boys between the ages of 12 and 14, and 
in 1945 a substitute teacher in less than three months infected 
another teacher and 16 scholars. After giving further evidence 
of school infections, the authors of this motion recommend that 
throughout their careers teachers should be obliged to undergo 
periodic radiological examinations at least every other year and 
preferably every year, with even more frequent examinations 
when special conditions call for them. 


Barbiturate Poisoning.—At the Southern Hospital (SGdersjuk- 
huset) in Stockholm, Dr. C. M. Idestr6m and Dr. G. von Reis 
have undertaken an analysis of the 350 cases of barbiturate 
poisoning admitted during the period 1946-1950. There was a 
remarkable rise in the number of such cases for so short a 
period, from 42 admitted in 1946 to 120 in 1950. There was 
little change during the same period in the ratio of severe to 
light cases, about 50% of the patients being unconscious on ad- 
mission. The reasons for the attempted poisonings were differ- 
ent for men and women, the most common reason for women 
being marital conflicts and love affairs, while depression was the 
most common reason for men. Men were outnumbered by 
women in the ratio of 134 to 216. While the age distribution for 
men was fairly even between 20 and 60 years, most of the women 
were of child-bearing age, between 20 and 40 years. The death 
rate was 5.1% (18 deaths). As many as 14 of these 18 deaths 
were due to poisoning with barbiturates with a prolonged action. 
A useful aid to diagnosis was the spectrophotometric method 
for demonstrating barbiturates in the serum reported on in 1948 
by Goldbaum and subsequently modified by Helldorff, Idestrom, 
and von Reis in 1949. 


Is Pharmacy to Be Nationalized?—-A committee appointed to 
investigate the possibilities of state control of the sale of drugs 
in Sweden has issued a report with recommendations, which 
have been responded to by lively protests from several quarters. 
These recommendations have included far reaching standardi- 
zations of drugs, extensive inspection and control of the pharma- 
ceutical industry, economies of administration with quite a 
considerable reduction of the number of employees, and an 
annual saving of millions of Swedish crowns. It is calculated 
by the committee that, had a state organization of pharmacy 
been in operation in 1949, an economy of some 10 million 
crowns could have been effected in this year. In criticism of the 
present system of private enterprise it is argued by the commit- 
tee that it has little or no inducement to prevent the excessive 
consumption or misuse of drugs. It is also intimated that the 
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cost of certain drugs is at present excessive. A scheme is pro- 
posed for the centralization of the dispensing of drugs figured 
in physicians’ prescriptions. 

In memoranda issued early in 1952, the Swedish Medical 
Association, the Swedish Ministry of Health, and the Central 
Committee of the Swedish Pharmaceutical Association have 
drawn attention to the many faults found in this committee 
report. The proposed standardization of drugs is regarded as 
too radical from the medical point of view to be satisfactory. 
Considerable progress has already been made and is still pro- 
ceeding with the standardization of drugs under the present sys- 
tem. As for the alleged excessive consumption and misuse of 
drugs, it is intimated that this is largely a problem of public 
health and education of the public. As for the complaint that 
the cost of drugs is too high, it should be noted that many of 
the newest and most costly drugs are just those drugs that by 
their effectiveness are greatly reducing the duration and thereby 
the cost of treatment. A comparison of the cost of drugs in 
Sweden and various other countries is much in favor of the 
former. The Swedish Medical Association has some suggestions 
to make with regard to the revision of certain features of the 
present system. Among other things it suggests that pharmacists 
should no longer be under an obligation to sell homeopathic 
drugs whose distribution to the public should be free. It is also 
recommended that the teaching of pharmacology should be de- 
ferred to a later stage in the medical curriculum than is the case 
at present. Such teaching should then include information on 
the economy of drugs. It is also proposed that the “Swedish 
Pharmaconomia” should be issued free of charge to the medical 
profession at short intervals. 


TURKEY 


Chloroma of the Eye.—Dr. Nuri Fehmi Ayberk, director of 
Istanbul-Haidar Pasha General Hospital and chief of the depart- 
ment of ophthalmology, presented a case of chloroma before 
the Turkish Ophthalmologic Society. Thirty-five days prior to 
admission, the patient, a boy, aged 8, had been ill with a fever 
for eight days. He had a severe headache, and gradually 
exophthalmos developed. After a week the temperature became 
normal, but exophthalmos, blurred vision, and general weakness 
remained. The family’s and patient’s histories were negative. He 
was pale and anemic, 140 cm. in height and 28 kg. in weight; both 
eyes had the same degree of exophthalmos, the eye movements 
were limited and irreducible, and there was no diplopia. Fundus 
examination revealed a colorless pupil, narrow arteries, no 
hemorrhage, vision 8/10, normal eye pressure, and a free field 
of vision. The patient had lymph nodules under the chin, under 
both ears, and in the groins, and none under the armpits; the 
spleen and liver were slightly enlarged. The red blood cell count 
was 1,300,000, the white blood cell count 172,000, and the 
hemoglobin value was 20%. The differential study of the white 
blood cells showed 75% myeloblasts, 13 adult eosinophils, 8 
transitional mononuclears, 3.75 large mononuclears, 2.25 
normoblasts, 0.25 myelocytes, 0.75 myelocyte eosinophils, 0.25 
macroblasts, 0.25 erythroblasts, 0.25 lymphocytes, 0.25 histo- 
cytes, 0.25 plasmocytes, and 0.50 basophil normoblasts. Wasser- 
mann, Kahn, Weinberg’s, and Casoni’s tests were negative, and 
the Takata-Ara test was 5 to 8 positive. The rate of sedimentation 
after half an hour was 12 mm., after 1 hour 40 mm., after 2 
hours 125 mm., and after 24 hours 175 mm. X-ray examination 
revealed no lesions in bones or sella turcica, head, and face 
bones. The right lung showed hilitis. The patient was given 
penicillin, streptomycin, urethan, nitrogen, and blood trans- 
fusion; the temperature decreased, and there was a slight im- 
provement. The patient died after six weeks. Necroscopy revealed 
that chloroma had caused metastasis in the brain, orbits of the 
eyes, lungs, testicles, and lymph nodules. In the United States 
leukemia has been treated successfully with aminopterin (4- 
aminopteroylglutamic acid), but this new drug has not entered 
Turkey yet. Only about 150 cases of chloroma have been re- 
ported in world medical literature. The first three cases ot 
chloroma in Turkey were reported by Dr. Shiikrii Hazim Tiner, 
Prof. Muzaffer Giichan, and Prof. Naci Bengisu. 
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CARCINOMA IN SITU 

To the Editor:—Since the introduction of cytodiagnosis, car- 
cinoma in situ has become recognized as a neoplasm of sur- 
prising frequency. Since the lesion is often found in cervical 
tissues that appear normal, one of the significant problems has 
been to secure biopsy confirmation of these lesions following 
initial detection with cytology. The absence of a target lesion 
for biopsy has indicated the need for a “ring biopsy” if histo- 
logical study is to be accurate. Considerable mystery surrounds 
this so-called embryo cancer, since numerous reports have 
appeared in the literature indicating apparent spontaneous re- 
gression, especially during or following pregnancy. 

In an effort to secure a comprehensive expression of authori- 
tative medical opinion concerning its character, the Dade County 
Cancer Institute recently prepared a questionnaire on carcinoma 
in situ that was mailed to leading authorities in the fields of 
gynecology, pathology, and cytology. Replies were received from 
members of the American Gynecological Society, the South 
Atlantic Association of Obstetricians and Gynecologists, the 
American Association of Obstetricians, Gynecologists and Ab- 
dominal Surgeons, and from many cytologists and pathologists 
whose names have appeared prominently in the scientific litera- 
ture dealing with carcinoma in situ. A total of 160 opinions are 
represented by the report. 

A summation of the results of the questionnaire was presented 
at a recent two day conference on carcinoma in situ conducted 
by the Cancer Cytology Center, Dade County Cancer Institute. 
Participating in this program were various authorities in this 
field, including Dr. F. Bayard Carter of Duke University; Dr. 
Edgar R. Pund, Medical College of Georgia; Dr. John E. Dunn 
of the Field Investigation Section, Cancer Control Division, Na- 
tional Cancer Institute; Dr. Joseph K. Cline of the University 
of Alabama, Department of Cancer Research; Dr. Lyndon E. 
Lee, Director of Cancer Control in Puerto Rico; and Lieut. John 
T. Rogers, U. S. Naval Hospital, St. Albans, N. Y., in addition 
to the writers of this letter. 

The following conclusions, based on the questionnaire on car- 
cinoma in situ, came out of the conference. 

What Is Agreed.—There is general agreement that: 1. Cancer 
in situ is stage 0 cervical cancer (international classification). 
2. Cancer in situ is a preinvasive stage of genuine cervical car- 
cinoma. 3. Routine cytological study is the detection method of 
choice, to be confirmed later by biopsy. 4. The biopsy method of 
choice in common use at present is either the mutiple punch or 
the “ring biopsy” technique. Most replies agreed that single biop- 
sies or random biopsies were inadequate for confirmation, since 
there was no “target” lesion. 5. Repeated positive results of cyto- 
logical tests with repeated negative results of biopsy do not rule 
out carcinoma. More adequate histological studies are indicated 
under these conditions. 6. Total hysterectomy is adequate 
therapy and is the treatment of choice in most clinics. A sig- 
nificant group, including many of those representing university 
teaching centers, favored treatment depending on age, emphasiz- 
ing more conservative therapy (ring biopsy and electroconization 
or amputation of the cervix) in the reproductive age group. 7. 
Claims of spontaneous regression after biopsy may be fallacious. 
It was the general opinion that biopsy, to be adequate in this 
“preclinical” stage of neoplasm, may frequently extirpate the 
entire lesion or in other cases be followed by sloughing of the 
residual anaplastic tissues. Out of 141 observers, 138 stated they 
could not eliminate the possibility that biopsy might have re- 
moved the entire lesion. Therefore, adequate biopsy invalidates 
study of the behavior of carcinoma in situ. 8. There is no evi- 
dence of metastasis to lymph nodes from carcinoma in situ 
(when invasion has been definitely ruled out by adequate histo- 
logical study). 

What Is Controversial—Controversy exists regarding: 1. 
Spontaneous regression. Most investigators have never observed 
spontaneous regression in their personal experiences, but 31 
believe that it may occur. Fifteen observers reported regression 
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in one or two cases, and six had observed it in three or more 
cases. 2. Tissue diagnosis of carcinoma in situ during pregnancy 
is equivocal; 50 would accept it, 64 would not, 34 were uncer- 
tain, and 16 preferred to confirm after delivery. 3. In reply to 
the question “Should in situ cancer be studied by frequently re- 
peated (serial) cytology, surgery withheld?” 70 answered yes, in 
order to determine behavior and prove or disprove regression; 
76 were not in favor; 8 were agreeable to such a course of action 
during pregnancy; 2 were uncertain; and 4 believed that such 
cases should be followed with further cytological studies and 
biopsy. 

The nature of cervical carcinoma in situ is receiving critical 
scrutiny by the medical profession at the present time. This re- 
port provides a cross section of authoritative opinions concerning 
what factors are agreed on and those that remain controversial. 
Much further clinical research remains to be conducted before 
the true character of this provocative growth entity will be 
revealed. 

In our opinion, the “surface biopsy” cell scraping provides 
the simplest, most accurate, and least expensive method for 
detection of cancer in situ or preclinical invasive cancer. In 
practice, all positive cytological diagnoses should be confirmed 
by adequate biopsy before treatment. Apparently, it will be nec- 
essary to perform periodic cytological studies for long periods 
on selected patients with carcinoma in situ to determine the true 
freauency of spontaneous regression and of progression to in- 


a J. Ernest Ayre, M.D. 
CarL HENRY Davis, M.D. 
Cancer Cytology Center 
Dade County Cancer Institute 
Miami, Fla. 


TICKS FOR STUDY OF TICK PARALYSIS 


To the Editor:—1 would be very grateful if you would inform 
your readers that I am anxious to study ticks removed from tick 
paralysis patients. However, I must have live ticks. 

Tick paralysis may not be the result of an infectious agent. 
The rarity of paralysis following the engorgement of the tick 
suggests that the ticks responsible must be exceptional and capable 
of introducing a very potent neurotoxin. I should gladly pay all 
expenses concerned and suggest that living ticks, even though 
damaged by removal, be sent by air mail. The ticks should be 
placed in an airtight, clean, 1 0z. ointment tin, in which a disc 
of filter paper moistened with one drop of water is placed. The 
tin containing the ticks should be enclosed in the ordinary mailing 
tube used for sending fragile materials and sent to me at the 


low. 
address S. B. WoLBacn, M.D. 
The Children’s Medical Center 
Boston 15, Mass. 


EMERGENCY MEDICAL CALL SERVICES 


To the Editor:—During the meeting of the American Medical 
Association in June, 1951, the House of Delegates adopted a 
resolution which requested all national specialty boards to facili- 
tate general participation of specialists in emergency medical 
call services. These boards were asked to assure diplomates and 
potential diplomates that participation in such a community 
activity would not jeopardize specialty ratings. This resolution 
was adopted in response to a report of the Council on Medical 
Education and Hospitals of the American Medical Association 
and was approved by the Advisory Board for Medical Specialties 
on Feb. 10, 1952. The American Board of Proctology approves 
of this plan and wishes all of its diplomates and potential diplo- 
mates to know that their “specialty ratings” will not be jeopard- 
ized by participation in this worthy community activity. 
Louis A. Bure, M.D. 


102-110 Second Ave., S.W. 
Rochester, Minn. 
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SKIN SCRAPINGS IN LEPROSY 


To the Editor:—The clinical note in THE JourNAL, Jan. 5, page 
44, by Dr. R. K. Maddock, entitled: “Skin Scrapings in Leprosy; 
Positive Results by the Wayson Technique in Eighty-Four 
Supposedly Arrested Cases,” is, I fear, likely to cause some 
confusion in the literature. Leprosy workers who see the title 
will wish to learn of this supposedly improved technique of 
obtaining material for bacteriological smears. Actually it is the 
long-established and widely-used “scraped-incision” method, with 
nothing new except the insistence that the cut be made through 
the full thickness of the skin; and the advantage of that, if any, 
is Offset by the facts that, apparently, the incision is scraped only 
once and only one lesion or lesion-site is examined. 

Dr. Maddock referred to the technique he described as the 
“snip” method. That method, however, long used in certain 
quarters, involves removal of a shallow piece of the skin by 
curved-on-flat scissors. The raw surface of the bit removed is 
then rubbed on the slide or scraped with a scalpel to obtain 
pulp. This technique has long since been abandoned. 

The scraped-incision method was introduced by me in the 
official leprosy examining committee in Manila when I became 
chairman in 1917-1918, to replace the previously used puncture 
method by which the main element obtained was blood, exuded 
or expressed. In examining smears of that material much time 
was wasted, and, undoubtedly, not a few cases were erroneously 
reported as negative. The new method has been described re- 
peatedly, first in an article entitled “A Plea for the Early Recog- 
nition of Leprosy, with Notes on Diagnosis and Methods,” by 
H. W. Wade and C. B. Lara (J. Philippine Islands M. A. 4:132- 
140, 1924) and most recently by me—because of practices ob- 
served during a world tour of leprosy institutions—in a detailed 
and illustrated article, “The Bacteriological Examination in 
Leprosy” (Leprosy Review 6:54-60, 1935). The latter article was 
quoted by R. G. Cochrane in his “Practical Textbook of 
Leprosy” (New York, Oxford University Press, 1947, pp. 68-69), 
photographs being used to illustrate certain points, including 
the depth of the incision. 

The more important features of the technique, as stated in 
the first description are (a) making an actual cut, “deep into the 
skin,” with a sharp-pointed, keen-edged instrument, a small 
(short-bladed) scalpel being preferred, although a razor blade 
or other instrument might be used, and (4) getting tissue juice 
and pulp by scraping the wall of the incision, measures being 
taken by compression and otherwise to avoid or minimize dilu- 
tion with blood. This method cannot properly be dismissed as 
one obtaining material “only from the superficial layers” of the 
skin, although that would apply to the real snip method. Em- 
phasis was given to the (usual) necessity of making multiple 
smears. In practice four to six or more are usually made from 
different sites, including the nasal mucosa on both sides. 

That the cut should be “through the full thickness of the skin” 
is, in my opinion, neither necessary nor desirable. Nor is a single 
scrape of the blade always sufficient, because, in many instances, 
in both the lesions of patients with the macular cases coming for 
diagnosis and in thoroughly resolved lesion-areas of candidates 
for parole, the tissue is relatively firm and tough, and repeated 
scraping is required to obtain any material amount of pulp. 

Few leprosy institutions could afford to use a new slide for 
every examination, and there is no need of it whatever if ele- 
mentary care is exercised in cleansing used slides. Dr. Maddock 
does not say whether the razor blade, once used, is discarded, 
but presumably it is. At Carville, where I have watched that 
implement being used and have tried it myself, a new one is 
used for each smear. In few places could that be done, because 
of the expense, especially if multiple smears were made at each 
examination as they should be. Personally, I do not like that 
instrument, for it is not so easily controlled as is a suitable short 
scalpel, and the straight edge is not so well suited as a bellied 
one for obtaining pulp from the cut surface. It could not, of 
course, be used for the nasal mucosa. 

The experience related by Dr. Maddock is paralleled in a way 
by that of the late Dr. E. V. Pineda, who for several years was 
my first assistant in the laboratory here when I was in the govern- 
ment service, and who in 1927 or 1928 left to take charge of the 
leprosy department of the San Lazaro Hospital in Manila. Two 


or three years later he found himself in difficulties with his . 
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patients and otherwise, it being held that he was not so successful 
in treatment as his predecessor had been. The latter, who sup- 
posedly had been using our standard method in making bacteri- 
ological examinations but actually had not, was discharging about 
100 patients a year as having negative tests. Dr. Pineda, using 
the method of examination I had introduced at Culion—proper- 
ly taken smears from multiple sites—was able to discharge under 
the regulations only about 25 a year. 

H. W. Wave, M.D. 

Associate Medical Director 

Leonard Wood Memorial Laboratory 

Culion Sanitarium 

Palawan, Philippines 


PRECAUTIONS IN AUTOPSY AND EMBALMING 
PROCEDURES FOLLOWING THE ADMINIS- 
TRATION OF RADIOISOTOPES 


To the Editor:—As administration of radioisotope therapy is 
becoming widespread, problems arise concerning the handling of 
postmortem tissues, which, because of antemortem high dosages 
of certain radioisotopes, may emit radioactivity for some time 
after death. This notice is designed to disseminate recommen- 
dations regarding precautions to be taken in the handling of 
radioactive tissues during postmortem examination or in em- 
balming procedures. 

An up-to-date list of all patients who have received radio- 
isotopes should be maintained in the record office of hospitals. 
This information should be supplied by the radioisotope labora- 
tory. Names of all deceased persons should be checked against 
this list by the record office personnel. If the deceased has ever 
received isotopes, the person in charge of the radioisotope 
laboratory should be promptly notified. 

If the deceased has received a therapeutic isotope dose within 
two months, the radioactivity survey officer should monitor the 
body before autopsy or release to a mortician. If an autopsy 
is to be performed, the record office should inform the patholo- 
gist who is to perform the autopsy that radioisotopes have been 
given. The pathologist should secure from the radioactivity sur- 
vey officer a report of the amount of radioactivity, and copies 
should be attached to the autopsy protocol and the clinical chart. 

The precautions to be taken will depend on the level of radio- 
activity found by the radioactivity survey officer. In cases in 
which the level is less than one-half milliroentgen per hour 
(mr/hr.), no special precautions are necessary at any time. In 
cases in which the level is from 2 to 6 mr/hr., the only pre- 
caution necessary in handling the body would be the wearing 
of rubber gloves, which should be washed with soap and water 
before they are removed from the hands. When the level is over 
6 mr/hr. further precautions are necessary in order that the 
maximum permissible exposure of 0.3 r per week shall not be 
exceeded. The additional precautions in such cases should be 
(1) the wearing of a lead apron and a dosimeter; (2) thorough 
cleansing with soap and water or detergent of tables and other 
surfaces on which blood or other body fluids have been spilled; 
and (3) the avoidance of eating and smoking while wearing the 
rubber gloves. 

In all cases in which the level of radioactivity is over /2 mr, 
every effort should be made to confine body fluids that are re- 
moved during the course of the postmortem procedures to 
special vessels, to pour them directly into the drain, and to flush 
copiously with water. In cases in which it is desired that organs 
or body fluids be retained for further study, they should 
be kept in special containers and suitably labeled. As the radio- 
activity decreases rather rapidly, these materials could be re- 
tained until their level of radioactivity has fallen below the 
danger level as determined by radioactivity survey; otherwise, 
the precautions as noted herein should be carried out. 

The mortician should be given instructions similar to those 
for the pathologist, the nature of which will depend on the degree 
of radioactivity remaining at the time of delivery of the body 
to the mortician. The precautions herein outlined were approved 
by the Division of Biology and Medicine of the United States 
Atomic Energy Commission. 

i Armed Forces Institute of Pathology 
7th St. and Independence Ave., S.W. 
Washington 25, D. 
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Workmen’s Compensation Acts: Permanence of Cinnamon 
Sensitivity—The claimant sought a compensation award for 
permanent disability resulting from his sensitivity to cinnamon. 
From a denial of such award the claimant appealed to the dis- 
trict court of appeals, first district, division 1, California. 

The claimant had worked as a baker since 1922, during which 
time he handled cinnamon without harmful results. In Novem- 
ber, 1948, he was employed by Masonic Homes as a pastry 
baker. The following February a rash developed on his hands; 
it became so acute that he quit work on March 10, 1949. The 
commission determined that he had contracted a disabling der- 
matitis, which was caused by sensitivity to cinnamon and gave 
him temporary total compensation. The condition disappeared 
in April, and he went to work as a baker for another employer. 
After three days the condition reappeared, and a few days later 
he was forced to quit. After a short period of rest the condition 
disappeared. Twice later he went to work for other employers, 
and after extremely short periods of employment he again broke 
out with dermatitis due to his sensitivity to and contact with 
cinnamon. Each time he received total compensation, and each 
time his dermatitis cleared on cessation of contact with cin- 
namon and reappeared on subsequent exposure. He then filed 
his petition for a permanent disability rating. At the hearing 
before the commissioner the claimant submitted the reports of 
five physicians, one of whom was his personal physician. All 
agreed substantially that at the present time he is sensitive to 
cinnamon and that exposure to it produces dermatitis. None of 
the physicians other than his own reported on the permanency 
of this sensitivity. The only medical evidence in the record is the 
following report of his personal physician: “Because this skin 
test is still positive to cinnamon, the patient would still be unable 
to work as a baker without having a recurrence of his skin 
eruption as long as he contacts cinnamon. This skin sensitivity 
to cinnamon will probably remain for an indefinite period of 
time, but it is impossible to know how long such a sensitivity will 
remain.” On the basis of this evidence the claimant contended on 
appeal that the commissioner erred in finding that the claimant 
suffered no permanent disability. 

After pointing out that whether the injury was permanent at 
a particular time was purely a question of fact and that the 
burden of proof was on the claimant to show that his sensitivity 
to cinnamon was permanent, the court of appeals said that it 
was a fact that on four different occasions since 1949, when ex- 
posed to cinnamon, dermatitis developed, and all the physicians 
agreed that the claimant is now sensitive to cinnamon, and ex- 
posure to it at present will result in dermatitis. These facts alone, 
continued the court, do not establish that such condition will 
continue for the balance of his life or meet the test of permanent 
disability. A disability is generally regarded as permanent when 
further change, for better or worse, is not to be reasonably 
anticipated under usual medical standards. It may be that no 
further treatment is possible or that the only treatment suggested 
is so problematical of success that the employee’s refusal to 
undergo it is warranted. In such an event, it is permanent within 
the meaning of the act. In practical legal results, the healing 
period is over, and a permanent aftermath of disability exists. 
Ordinarily, the term permanent, when applied to a personal in- 
jury, means “lasting during the future life of the injured party.” 
The evidence on which the claimant relies, said the court, is the 
statement of his personal physician that the “sensitivity to cin- 
namon will probably remain for an indefinite period of time but 
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it is impossible to know how long such a sensitivity will remain.” 
This is not a prognosis that it will remain all his life or will be 
permanent. The most that can be said of the statement is that 
it is susceptible of two reasonable inferences, one that it might 
continue for his lifetime, the other that it might not so continue. 
The commission adopted the second inference. The physician’s 
statement in no wise compels the adoption of the first inference. 
Certainly the statement of the physician that it is impossible to 
know how long the sensitivity will continue is not sufficient to 
compel the conclusion that it is a permanent condition. Accord- 
ingly, the court of appeals affirmed the denial of an award by 
the compensation commissioner. Sweeney v. Industrial Accident 
Commission, 236 P. (2d) 651 (California 1951). 


Medical Practice Acts: Revocation of License for Income Tax 
Evasion.—The defendant Raab had engaged in the duly licensed 
practice of medicine in Ohio for several years when he was 
convicted of income tax evasion under the federal statutes and 
served a sentence of 18 months in a federal penitentiary. Sub- 
sequent to the serving of that sentence, the state medical board 
of Ohio revoked Raab’s license to practice medicine on the 
ground that he had been guilty of a felony, that being a ground 
for such revocation under the medical practice act. On appeal to 
the court of common pleas, the action of the state medical board 
was reversed, so the board appealed to the Supreme Court of 
Ohio. 

The controlling question, said the Supreme Court, is whether 
conviction of violation of a federal statute that carries the 
penalty of imprisonment in a federal penitentiary constitutes the 
practitioner “guilty of felony” within the meaning of the medical 
practice act and is thus a valid ground for revocation of his 
license to practice medicine. The term “felony” is not defined in 
the medical practice act but is defined in the Ohio general code, 
which provides: “Offenses which may be punished by death, or 
by imprisonment in the penitentiary, are felonies. . . .” It was 
argued on behalf of Raab that “felony” as used in the general 
code included only a violation of the criminal statutes of Ohio 
and that the criminal charge must be based on the Ohio statutes. 
In support of this position it was claimed that the legislature 
evidenced intent to confine the term “felony” to violations of 
Ohio statutes by failing to specifically state in either the medical 
practice act or the general code that violation of any statute, 
other than a statute of Ohio, could constitute a felony. On the 
other hand, the state medical board contended that the term 
“felony” as used in the general code included a violation of any 
federal statute that is punishable by imprisonment in a federal 
penitentiary. 

In the case now under consideration, said the court, the crime 
consisted of a violation of a law of the United States. Citizens 
and residents of Ohio, as they go about their daily work or 
pursue their professions, are subject to the laws of the United 
States as well as the laws of Ohio. They are protected by both 
and must pay the penalty for violation of either. The operation 
of the federal courts in Ohio is necessary for the good of Ohio 
citizens. The enforcement of federal statutes in Ohio is as neces- 
sary as the enforcement of Ohio statutes. No one would deny 
that every Ohio citizen is amenable to the federal income tax 
laws. We, therefore, consider it reasonable to conclude, said the 
Supreme Court, that the General Assembly of Ohio had in mind 
this dual obligation of Ohio citizens when it enacted its general 
code. We are of the opinion that the term “felony,” as used in 
that section, includes a violation of a federal as well as an Ohio 
criminal statute, the penalty for which violation is imprisonment 
in either a federal or the state penitentiary. Conviction of a 
violation of a federal statute punishable by imprisonment in a 
federal penitentiary satisfies the requirement of the general code. 
Accordingly, the judgment of the trial court was reversed and 
the order of the state medical board revoking Raab’s license to 
practice medicine was affirmed. Jn re Raab, State Medical Board 
of Ohio v. Raab, 101 N. E. (2d) 294 (Ohio 1951). 
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A.M.A. Arch. Dermat. and Syphilol., Chicago 
65:511-638 (May) 1952 


Human Melanogenesis: Cytology and Histology of Pigment Cells (Melano- 
dendrocytes). S. W. Becker Jr., T. B. Fitzpatrick and H. Montgomery. 
—p. 511. 

Clinical Experiences with Cortisone and gy (ACTH) in Some 
Cutaneous Diseases. K. Steiner and L. Frank 4. 

Cortisone and Corticotropin in Treatment of Binceeee of Skin. B. C. 
Ferguson, J. D. Rosenbaum and M. M. Tolman.—p. 535. 

*Electrical Skin Resistance Studies in Two Persons with Congenital 
Absence of Sweat Glands. H. N. Wagner Jr.— 

Testosterone for Apocrine Diseases: Hidrosadenitis, Fox- Fordyce Disease. 
T. Cornbleet.—p. 549. 

Contact X-Ray Therapy of Common Wart. J. G. Thomsen and J. E. 
Rauschkolb.—p. 553. 

Bullous Variety of Incontinentia Pigmenti (Bloch-Sulzberger). S. Epstein, 
J. S. Vedder and H. Pinkus.—p. 557. 

Investigations of Some Side-Effects Observed in Syphilitic Patients 
Treated with Penicillin. F. Kalz and H. Prichard.—p. 568. 

*Pre-L. E. Cell: Stage in Development of L. E. Phenomenon. M. H. 
Stich, F. Feldman and M. Morrison.—p. 581. 

Sensitivity to Rubber Materials: Analysis of 125 Cases of Eruptions 
Proved to Be Caused by Rubber Articles. M. Leider, D. Furman and 
A. A. Fisher.—p. 587. 

Seborrheic Keratoses: Are They Delayed Hereditary Nevi? A. J. 
Reiches.—p. 

Diethylstilbestrol Therapy in Young Men with Acne: Correlation with 
Urinary 17-Ketosteroids. C. B. White and C. F. Lehmann.—p. 


Skin Resistance in Absence of Sweat Glands.—A 43-year-old 
woman and her 10-year-old daughter who had the rare anhidrotic 
type of hereditary ectodermal dysplasia were studied with re- 
gard to their sweating. Electrical skin resistance studies revealed 
areas of high resistance over the entire body except the axillas, 
palms, and soles. On the face and upper chest the resistance was 
high but relatively lower than over the remainder of the body 
surface. Chemical tests for sweat and biopsies confirmed the 
absence of sweating in the areas demarcated by the electrical 
skin resistance studies. Galvanic skin responses were absent 
from nonsweating palmar areas, and were present, but very 
weak, in sweating palmar areas. These findings support the con- 
cept that electrical skin resistance is inversely related to sweat 
gland activity, rather than to vasomotor activity or other changes 
accompanying sympathetic nervous system activity. The electri- 
cal resistance of the skin in the areas where sweat glands are 
congenitally absent is as high as that observed in denervated or 
sympathectomized areas of the body in normai persons. In areas 
where sweat glands are present, the electrical resistance is dra- 
matically lower, and is inversely proportional to environmental 
temperature and consequent sweat gland activity. 


Pre-Lupus-Erythematosus (L. E.) Cell.—In six of seven patients 
with acute disseminated lupus erythematosus, the L. E. phe- 
nomenon, i. e., the presence of L. E. cells and/or rosette forma- 
tion, was demonstrated on admission examination. In the seventh 
patient this finding was not revealed on first examination despite 
a characteristic clinical picture of acute disseminated lupus ery- 
thematosus, which responded dramatically to treatment with 
cortisone. A pronounced clinical relapse after discontinuation 
of this drug brought the patient back to the hospital six weeks 
later, and this time typical L. E. cells and rosette formation 
were Observed. In addition the following changes in the polymor- 
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phonuclear cells were seen, which were interpreted as stages 
in the development of the L. E. cell: (1) pyknosis of one or 
more nuclear lobes, (2) pyknosis of all nuclear lobes and round- 
ing of one or more lobes with preservation of intact interlobar 
filaments, (3) disappearance of interlobar filaments leaving cells 
containing one to five round homogenous masses of nuclear 
material but with normal cytoplasm and granules (the pre-L. E. 
cell), (4) partial extrusion of round nuclear masses from the 
cells, (5) presence of free nuclear material outside cells, and (6) 
phagocytosis of nuclear material by other polymorphonuclears 
to form L. E. cells. The pre-L. E. cell is the distinctive stage 
in this process in which the destroyed fragments of nuclear 
origin are still within their own cell boundaries. Recognition of 
the pre-L. E. cell may help in the early diagnosis of dissemi- 
nated lupus erythematosus. 


A.M.A. Arch. Neurology and Psychiatry, Chicago 
67:585-724 (May) 1952 


Cell Rests in Region of Fourth Ventricle: I. Their Site and Incidence 
According to Age and Sex. R. J. Brzustowicz and J. W. Kernohan. 
—p. 585. 

Id.: Il. Histologic and Embryologic Consideration. R. J. Brzustowicz and 

. W. Kernohan.—p. 592. 


Id.: Ill. Their Relationship to Development of Gliomas. R. J. Brzusto- 
wicz and J. W. Kernohan.—p. 602. 

Studies on Anxiety Associated with Anticipation of Pain: Effects of 
Morphine. H. E. Hill, C. H. Kornetsky, H. G. Flanary and A. Wikler. 
—p. 612. 

Combined Use of Ethyl Alcohol and Amobarbital —_—* Sodium 
for Ambulatory Narcoanalysis. M. M. Miller.—p. 62¢ 

Incidence of Cavum Septi Pellucidi and Cavum ~ lg in 1,032 Human 
Brains. J. T. Schwidde.—p. 625. 

Occlusive Cerebrovascular Disease ~—e Brain Tumor: Angiographic 
Differentiation. G. L. Smiley.—p. 

*Subarachnoid Hemorrhage, ll Hemorrhage, and Intracranial 
Aneurysms. A. Dekaban and D. McEachern.—p. 641. 

Rate of Advance of Hoffmann-Tinel Sign in Regenerating Nerves: 
Further Observations. S. Sunderland and K. C. Bradley.—p. 650. 

Optic Atrophy Caused by Arteriovenous Angioma: Report of Case. 
R. I. Band.—p. 655. 


Clinical and Electroencephalographic Effects of Prefrontal Lobotomy 
and Topectomy in Chronic Psychoses. E. G. Krueger and H. L. Wayne. 
661. 


Reactions of Dogs Without Neocortex During Cycles of Addiction to 
Morphine and Methadone. A. Wikler.—p. 672. 


Intracranial Hemorrhage and Aneurysms.—Dekaban and Mc- 
Eachern selected 143 cases from the records of the Montreal 
Neurological Institute for analysis of the relation of spontaneous 
subarachnoid hemorrhage, intracerebral hemorrhage, and intra- 
cranial aneurysm. These cases were observed from 1938 to 
1948. The criteria for selection were as follows: |. The condition 
had to be proved by lumbar puncture, arteriogram, operation 
or autopsy. 2. The hemorrhage must have occurred within four 
days prior to admission. 3. The hemorrhage must not have been 
due to trauma. There were 30 cases of ruptured aneurysm, 8 
cases Of nonruptured intracranial aneurysm, 13 cases of ab- 
normal arteriovenous communication, | case of subarachnoid 
hemorrhage with proved rupture of anatomically normal artery, 
56 cases of subarachnoid hemorrhage of undetermined cause, 
and 35 cases of primary intracerebral hemorrhage. The authors 
stress that blood in the subarachnoid space, in addition to raising 
the intracranial pressure, acts as an irritant, causing general 
systemic and local meningeal reactions. The latter, in some 
cases, are severe, with as many as 4,000 white blood cells per 
cubic millimeter of cerebrospinal fluid. Aseptic meningitis, or 
even constitutional fever, may be suspected wrongly in the mild 
cases unless lumbar puncture is carried out. The meninges show 
cellular infiltration and phagocytosis in the acute stage, followed 
later by patchy fibrosis. This distribution may explain the in- 
frequent occurrence of hydrocephalus in surviving patients. Rup- 
tured aneurysm was found to be responsible for the subarachnoid 
hemorrhage in nearly all cases in which autopsy was performed. 
Twenty-six of 30 ruptured aneurysms were of the congenital, 
berry type; the remaining 4 were fusiform and of arteriosclerotic 
origin. Because of the frequent occurrence of multiple and bi- 
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lateral aneurysms, the necessity of bilateral angiography is 
stressed. The majority of patients with spontaneous subarachnoid 
hemorrhage recover without surgical treatment; in some patients 
the risk of repeated bleeding may be abolished by intracranial 
clipping and excision of an aneurysm. The possibility of blood 
dyscrasia and an abnormal bleeding tendency should be kept in 
mind in all cases of subarachnoid hemorrhage, and appropriate 
treatment should be carried out with rutin, ascorbic acid, and 
vitamin K. 


A.M.A. Arch. Otolaryngology, Chicago 


§5:525-640 (May) 1952 


Practical Aspects of Unilateral and Moderate Hearing Losses. E. T. 
‘Carson.—p. 525. 

Hearing Aids for Young Children. J. L. Bangs and T. E. Bangs.—p. 528. 

Threshold of Reflex Contractions of Muscles of Middle Ear and Recruit- 
ment of Loudness. O. Metz.—p. 536. 

Operative Mediofixation of Vocal Cord in Complete Unilateral Paralysis. 
Y. Meurman.—p. 

Effect of Cortisone on Osteogenesis Following Fenestration in Monkey: 
Experimental Study. J. H. T. Rambo.—p. 554. 

Intranasal Chondrosarcoma: Report of Case. L. J. Lawson.—p. 559. 

Infectious Nondiphtheritic Croup. J. G. Gilbert, J. Kasnetz, I. M. 
Rosenthal and L. Mazzarella.—p. 5 

Nasal Fractures: Neglected Nose. J. G. Roberts and G. J. Roberts. 
—p. 582. 

Osteogenic Sarcoma Metastatic to Nasal Mucosa. A. F. Judge.—p. 586. 

Ferromagnetic Foreign Bodies Beyond Pylorus: Report of Two Cases in 
Which Successful Peroral Removal was Accomplished by Use of Alnico 
Magnet. A. A. Dorenbusch.—p. 589. 

Quantitative Determination of Hearing to Audiometric Frequencies in 
Electroencephalogram: Preliminary Report. S. H. Gidoll.—p. 597. 
Anesthesia of Internal Ear Following Application of Topical Anesthetic 
to Middle Ear. F. B. Vanderbeek.—p. 602. 

Paranasal Sinuses. S. Salinger.—p. 604. 


American J. Digestive Diseases, Fort Wayne, Ind. 
19:97-126 (April) 1952 


Salmonellosis and Shigellosis in Cook County, Illinois; Il. Re-Evaluation 
of Diagnostic Stool Culture Method Using Short Series of Media. 
R. W. Edwards and O. Felsenfeld.—p. 97. 

Action of Banthine upon Normal and Abnormal Gastric Secretion and 
Chromoscopy. J. Nasio.—p. 99. 

Reduction of Hypercholesterolemia by High-Fat Diet a Soybean 
Phospholipids. F. M. Pottenger Jr. and B. Krohn.—p. 

Differential Diagnosis of Hypoglycemia. H. R. Landmann. ban 110. 

Ileocecal Tuberculosis with Target Cell Anemia. E. 8. McCabe.—p. 113. 

Inadvertent Gastro-Cecostomy. C. A. Beling and P. J. Russomanno. 
—p. 115. 

Malignant Leiomyoma (Leiomyosarcoma) of Retroperitoneum Simulating 
Sarcoma of Pancreas. J. E. Struthers and H. Gauss.—p. 116. 


Am. J. Syphilis, Gonorrhea and Ven. Dis., St. Louis 
36:201-300 (May) 1952 


Laryngeal Manifestations of Tabes Dorsalis: Review of Literature and 
Report of 11 Additional Cases. I. Fien, D. Proctor and J. E. Moore. 
—p. 201. 

Provocative Test for Tabes Dorsalis: Initiation of Characteristic Pains 
by Artificial Fever. H. Koteen and J. D. Darnley.—p. 231. 

Effect of Repeated Cured Infections on Development of Acquired Homo- 
logous Strain Immunity in Experimental Syphilis. H. J. Magnuson and 
F. A. Thompson Jr.—p. 237. 

Modified Fontana Technique for Staining ween in Smears. P. D. 
Rosahn and M. L. H. Freeman.—p. 

Treatment of Early Syphilis with Single or Few Weekly Injections of 
Procaine Penicillin in Oil Containing Aluminum Monostearate. R. W. 
Jones Jr. and A. Heyman.—p. 250. 

*One and Two-Injection Schedules for Treatment of Early Syphilis. G. E. 
Parkhurst, S. Weinstein and J. Rodriquez.—p. 258. 

*Intramuscular Chloramphenicol in Treatment of Gonorrhea and Granu- 
loma Inguinale. R. C. V. Robinson and T. L. Wells.—p. 

*Chloromycetin (Chloramphenicol) and Penicillin in Semdied Urethritis: 
Two Effective Single Dose Plans. P. G. Butler, A. F. Brewer, P. K. 
Condit and J. Johnston.—p. 269. 

Egg Lecithin in — Antigens. M. R. Flynn, V. Tompkins and 
T. Beecher.—p. 272 

Further Observations on Biologic False Positive Serologic Tests in 
Young Children: Possibility of Erroneous Diagnosis of Syphilis. 
H. C. S. Aron, G. E. Parkhurst, J. Rodriquez and W. W. Harris. 
—p. 278. 

The Ito Skin Test for Chancroid in Adult and Juvenile African. R. R. 
Willcox.—p. 284. 


Injection Schedules for Early Syphilis Treatment.—Of 146 pa- 
tients with darkfield-positive secondary syphilis 60 were given 
2,400,000 units of procaine penicillin G in peanut oil with 2% 
aluminum monostearate in a single administration of 600,000 
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units at each of four sites, while 86 patients were given 2,400,000 
units of the same penicillin preparation in two administrations of 
1,200,000 units, 96 hours apart. After 12 to 15 months there were 
88.2% successes, 3.6% reinfections, and 8.2% failures in the 
group receiving One injection, and 89.5% successes, 2.5% rein- 
fections, and 8% failures in the group receiving two injections. 
Surface spirochetes and syphilitic lesions showed a response simi- 
lar to that obtained with aqueous penicillin or trivalent arsenicals. 
No serious reactions were noted. Comparisons of penicillin blood 
levels during the one and two injection schedules revealed a 
much higher average peak concentration as well as a slightly 
greater area under the curve for the one injection schedule. No 
penicillin activity was observed in samples of cerebrospinal fluid 
drawn from patients during a 24 hour period following a single 
injection. Eleven patients from the one injection group and 11 
patients in the two injection group became pregnant after treat- 
ment and were not retreated. Eight babies were born alive in 
each group. All of the 16 infants who were born alive were clini- 
cally, serologically, and roentgenologically negative for syphilis 
1 to 14 months after birth. Three fetal deaths occurred in each 
of the two groups. The clinical evidence suggests that the one 
and two injection schedules were equally effective in treatment 
of early syphilis. On one of two other schedules aqueous crystal- 
line penicillin G was injected intramuscularly every three hours 
in doses totalling 2,400,000 units over seven and a half days, 
and on the other 600,000 units of penicillin in peanut oil and 
beeswax were injected daily for eight days in total doses of 
4,800,000 units. Comparison of all four methods revealed that 
the one injection schedule is as effective as the others. Its main 
advantage is that treatment, exclusive of follow-up, can be 
accomplished in one visit to the clinic. 


Chloramphenicol in Treatment of Venereal Diseases.—Chlo- 
amphenicol (chloromycetin®) was given intramuscularly in a 
single dose of 1 gm. to 51 patients with gonorrheal urethritis. 
Of the 51 patients, 36 returned for at least one post-treatment 
examination, and 31 of these were cured. If the two patients 
who admitted exposure after treatment are considered reinfec- 
tions rather than failures, the cure rate is 92%. The authors 
feel that chloramphenicol is probably as effective as penicillin. 
Seven Negro patients with granuloma inguinale were treated with 
chloramphenicol intramuscularly in doses of 1 to 2 gm. daily 
for 9 to 15 days, with total doses of 10 to 18 gm. In all seven 
patients the lesions healed rapidly. In three patients there was 
noted an extraordinarily rapid return of pigment in the lesions. 
Final evaluation of treatment of granuloma inguinale with 
chloramphenicol must await a larger series of patients and longer 
follow-up periods. 


Chloramphenicol and Penicillin in Urethritis—Of 313 male pa- 
tients with acute gonorrheal urethritis, 192 were given a single 
intramuscular injection of 900,000 units of procaine penicillin 
G in oil with 2% aluminum monostearate, and 121 patients re- 
ceived a single oral dose of 3 gm. of chloramphenicol (chloro- 
mycetin®). Penicillin proved to be curative in 165 patients who 
could be followed up to the 23d post-treatment day, and chlo- 
ramphenicol proved curative in 103 patients who were followed 
for the same post-treatment period. There were no untoward 
reactions to the penicillin treatment. The single dose of 3 gm. 
of chloramphenicol was well tolerated; mild side-effects were 
bitter taste persisting for two to six hours, noted by 50% of 
the patients, and a mild transitory diarrhea, noted by 5%. Both 
penicillin and chloramphenicol in single doses in the amounts 
used by the authors are effective enough in treatment of acute 
male gonorrheal urethritis so that measures to insure the return 
of patients who lapse during the post-treatment follow-up period 
can be eliminated with no appreciable loss of efficiency in the 
gonorrhea control program. Epidemiological control efforts 
should stress the bringing of sexual contacts of newly diagnosed 
cases to medical supervision to eliminate potential new foci of 
infection as rapidly as possible. The single dosages used may 
be sufficient to abort syphilitic infection acquired at the same 
time as the gonorrhea. However, until such time as further data 
are available on this point, routine serologic tests for syphilis 
should be done on all patients treated for gonorrhea, both at 
the time of diagnosis and three to six months after treatment. 
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Am. Practitioner & Digest of Treatment, Philadelphia 
3:349-432 (May) 1952 


Progressive Bronchospastic Disease: Primary Obstructive Emphysema. 
J. Bradford.—p. 349. 

Weil’s Disease: Report of Four Cases Emphasizing Two Adjuncts to 
wig” — F. E. Cowden, F. D. Ownby and R. L. Isham. 


Practical ‘ee Aspects of Urinary Tract Infection. E. Jawetz. 


Pree, Intussusception with Incarceration. E. Granet and S. S. 
Pearl.—p. 365. 

Indications and Contraindications for Cortisone and Adrenocorticotropic 
Hormone Therapy. H. L. Holley and W. H. Riser Jr.—p. 368. 

*Anal Irritation Following Use of Antibiotics. H. I. Kallet and L. P. 
Davlin.—p. 377. 

Anginal Relief with ‘“Paveril Phosphate."” J. M. Meyer, H. L. Correll, 

J. Peters and M. C. F. Lindert.—p. 379. 

What to Tell Patient with Early Senile Cataract. R. I. Pritikin and M. L. 
Duchon.—p. 384. 

Some Psychosomatic Aspects of Essential Dysmenorrhea. M. Ross. 
—p. 385. 

Tumors of Small Bowel. J. Shaiken.—p. 388. 

Tumors of Breast in Adult Female. R. S. Pollack.—p. 393. 

Prothrombin: Physiology and Deficient States. A. J. Quick.—p. 397. 


Anal Irritation Following Use of Antibiotics —An epidemic of 
influenza presented an opportunity to observe certain procto- 
logic sequelae in 21 patients who had been treated with aureo- 
mycin or similar antibiotics. These effects became manifest from 
four weeks to eight weeks after administration of the drug, so 
that the relationship frequently was unrecognized. A variety of 
ointments and other therapeutic measures had been used with 
little or no relief. The major symptom was itching and burning 
about the anus, which at first was intermittent but later became 
continuous. Defecation aggravated the distress. The perianal skin 
was a dusky red, with scattered rosy follicles and many erosions. 
Scales, crusts and excoriations from scratching were present in 
some patients. The process often involved the anal canal. The 
crypts were sometimes reddened, and in several patients the 
papillae were cherry-red. Some patients had a low-grade proctitis. 
The cause of this anorectal disorder is not definitely known, 
but there has been speculation on possible changes in the intes- 
tinal flora due to selective suppression of the normal bacteria by 
the antibiotic, with consequent changes in the pH of the feces 
or chemical constituents of cholinogenic or steroid origin. Inter- 
ference, with vitamin B complex absorption has been suggested 
as a possible cause. The following treatment was found help- 
ful: The perianal skin was shaved, then sprayed with a 2% solu- 
tion of tetracaine (pontocaine®). Tincture of benzoin was applied 
and allowed to dry. Zinc oxide (Lassar’s) paste was then spread 
thinly over the area. This procedure was repeated twice weekly 
until the lesions cleared. While local anesthetic ointments may 
give temporary relief, they often tend to aggravate the irrita- 
tion or cause violent local reactions. 


Annals Otol., Rhin. and Laryngology, St. Louis 
61:1-314 (March) 1952. Partial Index 


Hemangiomas of Frontal Bone: Report of Three Cases. E. M. Holmes, 
H. Sweet and G. Keleman.—p. 4 
Treatment of Tumors of Inferior Alveolus and Mandible. J. J. Conley. 
2 


—p. 62. 

Brochoscopic Removal of Foreign Body with Aid of Triangulation 
Roentgenoscopy. A. A. Dorenbusch and W. E. Roberts.—p. 83 

Aural Approach to Parotid Gland. F. L. Weille.—p. 90. 

Indications for Radical Surgery in Treatment of Head and Neck Cancer. 
R. S. Pollack.—p. 96. 

*Acoustic Trauma in Children. J. Sataloff.—p. 107. 

Displacement by “Reverse Valsalva." G. F. Reed.—p. 112. 

Bacterial and Cytological Diagnostic Criteria in Nasal and Sinus 
Disease. J. L. Goldman.—p. 120. 

The Adult and His Hearing Problem. F. L. Lederer and R. E. Marcus. 
—p. 126. 

Progress in Surgical Treatment of Bilateral Laryngeal Paralysis. T. M. 
Edwards.—p. 159. 

Aural Manifestations of Allergy. E. L. Derlacki.—p. 179. 

Nasopharyngeal Radium Treatment: Follow-Up Study of 263 Patients. 
W. E. Loch and N. D. Fisher.—p. 198. 

Fractures of Facial Bones—Standardization of Diagnosis and Treatment. 
C. S. McLemore.—p. 242. 

*Analysis of 240 Cases of Cancer of Larynx, with Respect to Terminal 
Phases and Death. P. D. Latella.—p. 266. 


Acoustic Trauma in Children.—The histories of three children 
referred by a school nurse to a hearing test center during the 


past year indicate that more attention should be given to the 
effect of loud noises on the hearing acuity of children. In all 
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three children, permanent hearing defects were produced by 


‘inadvertent exposures to cap pistols or fire crackers. The deaf- 


ness was of the nerve type, and was similar to that encountered 
among military personnel exposed to gunfire. The detection of 
these cases of hearing loss was made’ possible by carefully test- 
ing each subject in a quiet room with frequencies of 500, 2,000, 
4,000 and 8,000 vibrations per second, at 15 decibels and utiliz- 
ing principles of audiometry. Physical and otological examina- 
tion of all three patients revealed that the membrana tympani 
and middle ears were normal, and there was no evidence of 
adenoid hypertrophy in the nasopharynx. While these cases are 
too few to draw any definite conclusions, it seems obvious that 
the possibility of acoustic trauma in children deserves more 
attention. The hearing defects resulting from acoustic trauma 
in these patients are probably not progressive. 


Terminal Phases of Cancer of Larynx.—In order to determine 
the cause of death and terminal condition of patients with can- 
cer of the larynx, Latella reviewed the records of 240 patients, 
of whom 117 had died and the remainder were in the terminal 
phases. He found that the cause of death and terminal phases 
of these patients are the same as of the patients who have can- 
cer elsewhere in the body. Because the growth primarily involves 
the upper airway, one might conclude that laryngeal occlusion 
would be a usual cause of death, but this does not occur when 
tracheotomy is available. Hemorrhage as the cause of death 
occurred in only 16% of the patients, which is not as high as 
might be expected with a cancerous growth that can produce 
so much destruction and ulceration of such vascular areas as 
the larynx, the root of the tongue, and the neck. The laryngec- 
tomized patients were spared the foul-smelling, painful, ulcer- 
ating necrotic larynx so often seen in patients who were treated 
ineffectively with radiation. However, once neck metastases be- 
come progressive in a laryngectomized patient, the subsequent 
course is little different than in the nonoperated case. If the 
secondary neck metastasis has received ineffective radiation, the 
terminal phase is severer than if irradiation is not given. Bron- 
chopneumonia is secondary to blocking of the tracheobronchial 
tree by accumulated secretions, vomitus, or blood. These pa- 
tients have no terminal rise in temperature as with primary 
infections; they apparently drown in their own secretions. Only 
two patients out of 116 died of cardiac failure. Metastases to 
distant organs and involvement of heart, spleen, liver, and kid- 
neys were infrequent. Malignant cachexia appeared as nutrition 
failed and pain, sleeplessness, and anxiety appeared, but it was 
not produced by toxins or poisons emitted by the growing tumor. 
Conscientious scientific nursing is of great importance. Knowl- 
edge of the final stages of laryngeal cancer will enable the phy- 
sician to carry out a plan of treatment that will make the last 
days of these patients more bearable. 


Archives of Physical Medicine, Chicago 
33:267-308 (May) 1952 


Simplified Electrotherapy: New Stimulator for Home Treatment of 
Denervated Muscle. S. Mead.—p. 267. 

Effects of Cerebral Diathermy on Normal Adults. E. K. Stoner and 
H. Shapiro.—p. 272. 

Precision of Elbow Flexion Ergography Under Varying Degrees of 
Muscular Fatigue. H. H. Clarke.—p. 279. 

*Use of Cortisone in a of Shoulder-Hand Syndrome: Case 
eport. N. Sussman.—p. 289. 

Ethyl Chloride Spray for Painful Muscle Spasm. J. Travell.—p. 291. 


Cortisone in Shoulder Hand Syndrome.—The 71-year-old 
woman whose case is reported had a healed posterior myocardial 
infarct and diabetes mellitus. She complained of fatigability, 
exhaustion on walking, insomnia, and nocturia, recurring epi- 
sodes of substernal distress, and tightness in the chest. An attack 
of left-sided hemiplegia largely subsided, but some weeks later 
she experienced an ache in her left shoulder, with limitation of 
motion because of increased pain. This became rapidly worse, 
and in about 7 to 10 days the hand and wrist were swollen, and 
the skin had a dusky cyanotic appearance. Movement of fingers, 
hand, and wrist became very painful. There was no evidence of 
rheumatoid arthritis. Treatment consisted of such physiothera- 
peutic procedures as paraffin baths, infrared ray therapy, and 
passive exercise. When these proved ineffective, she was given 
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several nerve blocks plus local infiltration of trigger points, but 
relief was transient. Then she was given 100 mg. of cortisone 
daily by mouth. Within 48 hours improvement began. The pain 
subsided sufficiently so that administration of all narcotics was 
discontinued, and comfort was achieyed with five grains (0.3 
gm.) of acetylsalicylic acid given every three to four hours. 
After one week the swelling of her fingers, hand, and wrist sub- 
sided. The range of motion of the shoulder was increased with- 
out pain. The appetite was increased, and the mental depression 
and fatigue disappeared. When her blood sugar became elevated 
and glycosuria appeared, increased doses of insulin reestablished 
control. After 10 days of cortisone therapy, using 100 mg. daily. 
the dose was gradually reduced and then discontinued. The 
author recommends cortisone in the management of the shoulder 
hand syndrome. 


Arkansas Medical Society Journal, Fort Smith 
48:265-286 (April) 1952 


Modern Diagnostic Routine for Cancer of Lung.—J. K. Donaldson. 
265 


Carcinoma of Uterine Fundus. J. C. Weed and W. D. Chamberlin. 


270. 
Tendinitis (Bursitis) in Shoulder. A. M. Davison.—p. 276. 


Circulation, New York 


5:641-800 (May) 1952 


Spontaneous Atherosclerosis in Rabbit. J. H. Bragdon.—p. 641. 

Mechanism of Iodide Action on Cholesterol Metabolism. H. B. Brown 
and I. H. Page.—p. 647. 

Changes in Excretion of Intestinal Cholesterol and Sterol Digitonides in 
Hyper- and — M. Friedman, S. O. Byers and R. 
Rosenman.—p. 

*Intra-Arterial Ficsnaine in Treatment of Occlusive Peripheral Arterial 
Disease. J. A. Dixon, W. J. M. Scott and M. A. Epstein.—p. 661. 

Endarteriectomy, or Surgical Restoration of Lumen of Obstructed Artery 
in Arteriosclerosis Obliterans: Preliminary Report. A. Nunez Nunez, 
B. Milanés and J. Rodriguez Inigo.—p. 

Cerebrovascular Thrombosis in Patients with "Buerger’s Disease. H. I. 
Lippmann.—p. 680. 

Syndrome of Short P-R Interval, Normal QRS Complex and Paroxysmal 
Rapid Heart Action. B. Lown, W. F. Ganong and S. A. Levine. 


—p. 693. 
*Indications for Bishydroxycoumarin (Dicumarol) in Acute Myocardial 
Infarction. H. I. Russek. B. L. Zohman, A. A. Doerner and others. 


—p. 707. 

Frontal and Sagittal Electrocadiograms of Normal and Hypertensive 
Subjects During Experimentally Produced Phase of Lowered Blood 
Pressure. J. Brumlik and C. E. Kossmann.—p. 712. 

Congenital Aneurysmal Defect of Membranous Portion of Ventricular 
Septum Associated with Heart Block, Ventricular Flutter, Adams- 
Stokes Syndrome and Death. R. J. Clark and P. D. White.—p. 725. 

Arterial Hypertension in Dogs: I. Methods. H. A. Schroeder and M. L. 
Goldman.—p. 730. 

Effect on Blood Pressure in Right Heart, Pulmonary Artery and Systemic 
Artery of Cardiac Standstill Produced by Carotid Sinus Stimulation. 
C. V. Dowling, W. W. Smith, A. R. Berger and R. E. Albert.—p. 742. 

Cation Exchange Resin in Treatment of Congestive Heart Failure: 
I. Electrolyte Exchanges During Initial Periods of Resin Therapy. 
J. R. Elkinton, R. D. Squires and W. C. Klingensmith Jr.—p. 747. 

Tissue Cations and Water in Arterial Hypertension. L. Tobian Jr. and 
J. T. Binion.—p. 754. 

Heart Failure and Pulmonary Edema Produced by Certain Neurologic 
Stimuli. R. Paine, J. R. Smith, H. R. Butcher and F. A. Howard. 
—p. 759. 

Death in Potassium Deficiency: Report of Case Including Morphologic 
Findings. J. D. Keye Jr.—p. 766. 


Intra-Arterial Injection of Histamine in Peripheral Arterial Dis- 
ease.—This paper reports the results obtained with intra-arterial 
injections of histamine in a small group of men with intermittent 
claudication, whose average age was 64 years. They had been 
under observation for several months, during which time 
Buerger’s exercises, oral doses of priscoline® (2-benzyl-2-imida- 
zoline hydrochloride), reduction in smoking, moderate doses 
of alcohol, foot hygiene and reflex heat had been used with little 
effect. The patients were taken to a constant temperature room 
and their skin temperature response in the lower extremities to 
immersion of the arms in hot water was measured. If the tem- 
perature in the affected leg did not rise significantly, a posterior 
tibial nerve block was performed and the temperature was 
again measured. Several patients were given a paravertebral 
block or spinal anesthetic as a further check. The histamine 
injections were given by means of the ordinary intravenous appa- 
ratus, plus a hand bulb to raise the pressure in the bottle, and 
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3 mg. of histamine diphosphate in 500 cc. of isotonic solution 
of sodium chloride were introduced into the femoral artery in 
about one-half hour. The usual schedule was two injections per 
week for the first three weeks, then one injection per week until 
the tolerance for walking appeared to be stabilized. Injections 
were then discontinued, and the patient’s walking tolerance was 
checked at monthly intervals. If regression was noted, weekly 
injections were reinstituted. The walking tolerance was tested 
by means of a motor-driven continuous belt-type of treadmill. 
Five of seven patients treated by the intra-arterial injection of 
histamine diphosphate obtained favorable results, one fair, and 
one poor results. Improvement was usually evident by the sixth 
injection. The following changes occurred during the arterial 
infusion of histamine: increase in heart rate, stroke volume, 
cardiac output, skin temperature and oxygen saturation in the 
femoral vein, and decrease in blood pressure. These physiologi- 
cal changes are similar to those seen in association with arterio- 
venous shunts, and it is suggested that the beneficial effects of 
intra-arterial histamine may be due to acute arteriovenous shunt- 
ing and subsequent improvement in the collateral arterial 
circulation. 


Bishydroxycoumarin in Acute Myocardial Infarction.—Many 
physicians find it difficult to decide whether or not a patient sus- 
taining a mild episode of acute myocardial infarction should 
be treated with anticoagulant drugs. The committee for the 
evaluation of anticoagulants in treatment of coronary occlusion 
with myocardial infarction of the American Heart Association 
has recommended the employment of such therapy in patients 
with this disease unless contraindications to anticoagulant 
therapy exist. However, an analysis of the mortality and inci- 
dence of thromboembolism in 1,047 cases of acute myocardial 
infarction treated conservatively shows no justification for the 
routine employment of bishydroxycoumarin (dicumarol®) in this 
disease. The death rate in 489 “good risk” cases in which anti- 
coagulants were not given was only 3.1%, and the incidence 
of thromboembolism in the same group was only 0.8%. The 
mortality preventable with bishydroxycoumarin would have 
been, at most, only 1.0% in these selected cases. Since such 
small benefit is more than likely to be nullified or even over- 
balanced by complications induced by bishydroxycoumarin, the 
authcr: feel that anticoagulant therapy should be reserved for 
the more serious cases of acute myocardial infarction, in which 
the frequency of thromboembolism justifies the risk entailed in 
its use. 
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20:537-698 (April) 1952 


Primary Lymphosarcoma of Stomach. W. T. Snoddy.—p. 537. 

Experimental Production of Pancreatitis with Ethionine. A. Lopes de 
Almeida and M. I. Grossman.—p. 554. 

Effect of Complete Vagisection and Vagal Stimulation on Pancreatic 
Secretion in Man. D. A. Dreiling, L. J. Druckerman and F. Hollander. 
—p. 578. 

Critical Levels of Mineral Oil Affecting Absorption of Vitamin A. 
F. Steigman, H. Popper, H. Dyniewicz and I. Maxwell.—p. 587. 
Effects of X-Ray Radiation on Pancreatic Function in Dogs. R. F. Rauch 

and K. W. Stenstrom.—p. 595. 

Lack of Effect of Crystalline Lysozyme on Isolated Intestinal Pouch of 
Dog. H. C. Moeller, A. P. Klotz and J, B. Kirsner.—p. 604 

Factors Influencing Continuous Recording of in Situ pH of Gastric and 
Duodenal Content. R. A. Roveistad, C. A. Owen Jr. and T. B. Magath. 
—p. 609, 

Beneficial Action of Certain Salts on Course of Peptic Ulcer in Shay 
Rat. C. Funk, P. Tomashefsky R. Soukup and A. Ehrlich.—p. 6 
Studies on Trypsin: I. Anticoagulant Action of Trypsin. I. Innerfield, 

A. Angrist and J. W. Benjamin.—p. 630. 

Role of Alcohol in Etiology of Pancreatitis: Study of Effect of Intra- 
venous Ethyl Alcohol on External Secretion of Pancreas. D. A. 
Dreiling, A. Richman and N. F. Fradkin.—p. 636. 


GP (J. Am. Acad. Gen. Practice), Kansas City, Mo. 
5:1-194 (May) 1952 


a and Treatment of Colonic Amebiasis. W. A. Sodeman. 

Body Pca and Electrolyte Balance. J. P. Merrill.—p. 41. 

Common Gynecologic Problems. R. J. Crossen.—p. 49. 

Treatment of Acute Spinal Cord Injury. L. W. Freeman.—p. 57. 

Inguinal Hernia in Infants. A. H. lason.—p. 67. 

Practical Therapeutics—Anticoagulant Therapy. R. P. Gilbert.—p. 75. 
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Hawaii Medical Journal, Honolulu 
11:195-258 (March-April) 1952. Partial Index 


Rheumatic Heart Disease in Inductees in Hawaii. C. L. Leedham and 
L. A. Smith.—p. 211. 


Routine Admission X-Ray Program in General Hospital. E. H. Middle- 
ton, A. P. Schlosser and M. C. Burns.—p. 221. 


Illinois Medical Journal, Chicago 


101:221-280 (May) 1952 


So-Called Pulmonary Adenomatosis of Lungs. R. S. Tillett and E. F. 
Hirsch.—p. 232. 


Pudendal Nerve Block in Private Obsteric Practice. A. F. Daro and 
H. A. Gollin.—p. 240. 

Some Studies on Mechanism of Action of ACTH and Cortisone. 
R. Levine—p. 244 


Bowel Obstruction: Brief Resume of Its Therapeutic Evolution, 
A. Werelius.—p. 248. 

Specialist Training in the Medical Arts. J. M. Radzinski.—p. 253. 

Personal Experiences with Cataract Surgery. M. Hirschfelder.—p. 256. 

Plan for Training in Dynamic Psychiatry for State Hospitals. G. L. 
Perkins.—p, 


*Case of Fatal Thyroid Crisis Occurring After Radioactive Iodine Therapy. 
R. B. Nelson, J. B. Cavenagin and A. Bernstein.—p. 265. 
Traumatic Diaphragmatic Hernia Complicated by Acute Traumatic 
Pancreatitis. F. B. Tabaka, S. J. Nigro and E. Nora.—p. 269. 
Dermatitis Medicamentosa in Newborn. M. M. Scannell, J. E. Rorie and 
C. J. White.—p. 271. 
Alcoholic Cirrhosis Simulating Idiopathic Polycythemia Vera. E. Greer. 
—p. 272 
Thyroid Crisis After Radioactive lodine Therapy.—Surgical and 
diagnostic procedures, digitalis intoxication, infections, and 
psychic shock have been considered capable of precipitating 
thyroid crisis in patients with thyrotoxicosis. More recently it 
has been observed that treatment of severe thyrotoxicosis with 
radioactive iodine may be followed by thyroid crisis. The authors 
present the case of a man who had thyrotoxicosis with decom- 
pensated thyrotoxic heart disease. The patient was treated with 
maintenance doses of digitalis, bed rest, and phenobarbital. He 
was given subcutaneous injections of meralluride (mercuhydrin") 
solution, which resulted in excellent diuresis. Later he was 
given a therapeutic dose of 5 me. of I'*'. Being restless and 
impatient, he refused to remain in the hospital. Seven days after 
1'%1 therapy, he appeared nervous, sweaty, and moderately 
tachypneic, and had pitting ankle edema. The heart rate was 150 
and irregular. He was given 10 drops of strong iodine solution 
(Lugol's solution) three times daily and 1 cc. of meralluride in- 
jection subcutaneously. He was instructed to stay in bed and 
return to the clinic in one week. The following day he was vio- 
lently ill with vomiting and diarrhea. Approximately 30 hours 
later he was brought to the hospital ir an irrational state, and 
died two hours later. The high grade of thyrotoxicosis and the 
velocity of its development with thyrocardiac complications 
might have led to thyroid crisis under any therapeutic regimen; 
however, its occurrence following radioactive iodine therapy 
suggests that this therapy acted as a factor. The authors recom- 
mend daily observation during the critical two week period fol- 
lowing I'*' therapy, when a dangerous exacerbation of toxicity 
might occur. In selected patients with marked toxicity and limited 
cardiac reserve, preliminary control with propylthiouracil may 
be indicated before radioactive therapy is given. 


Journal of Applied Physiology, Washington, D. C. 


4:699-770 (March) 1952 

Relationship of Body Weight and Urinary Coproporphyrin Excretion. 
L. A. Strait, H. R. Bierman, B. Eddy and others.—p. 699 

Excretion A ees by Normal Subjects. L. G. Welt and W. P. Nelson 
709. 

Vital Capacity at Reduced Barometric Pressure. H. Rahn and D. Ham- 
mon 15. 

Relation a Skin Temperature to Salt Concentration of General Body 
Sweat. J. S. Weiner and R. E. van Heyningen.—p. 725. 

Observations on Lactate Content of Sweat. J. S. Weiner and R. E. van 
Heyningen.—p. 734. 

Axon Refiex Mechanism in Sweat Responses to Nicotine, Acetylcholine 
and Sodium Chloride. M. Wada, Tsutomu Arai, Toshikazu Takagaki 
and Toshio Nakagawa.—p. 745. 

Test of Speed of Leg and Arm Movements. J. Brozek, E. Simonson and 
A. Keys.—p. 753. 

Inhibition of Clot-Accelerating Property of Ingested Fat by Simultaneous 
Feeding of Sugar. J. M. Waldron, B. Beidelman and G. G. Duncan. 


—p. 761. 
Electrocortical Effects of Topical Application of Acetylcholine Chloride 


to Human Cerebral Cortex. J. G. Chusid and C. G. de Gutieérrez- ‘ 


Mahoney.—p. 764. 
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Journal of Aviation Medicine, St. Paul 


23:101-208 (April) 1952. Partial Index 

High Speed Photography of Motion of Mice Subjected to Laboratory- 
Produced Air Blast. B. Cassen, P. Kalian and H. Gass.—p. 104. 

Lung Hemorrhage Produced in Heparinized Mice by Air Blast. B. 
Cassen, K. Kistler and W. Mankiewicz.—p. 115. 

Ecological Aspects of Planetary Atmospheres with Special Reference to 
Mars. H. Strughold.—p. 130. 

Gaseous Nitrogen Elimination: Experiments When Breathing Oxygen 
at Rest and at Work with Comments on Dysbarism. W. M. Boothby, 
U. C. Luft and O. O. Benson Jr.—p. 141. 

Effects of Explosive Decompression and Subsequent Exposure to 30 mm. 
Hg upon Hearts of Dogs. B. H. Burch, J. P. Kemph, E. G. Vail 
and others.—p. 159. 

Retinal Adaptation in Night Flying. P. A. Cibis.—p. 168. 

Influence of Oxygen Want on Functional Cortical Fitness. J. Malmejac 
and P. Plane.—p. 177. 

Paradoxical Action of Oxygen. R. Grandpierre and C. Franck.—p. 181. 

Treatment of Water Supplies for Aircraft. H. E. Whittingham.—p. 186. 


Journal of Bacteriology, Baltimore 
63:429-562 (April) 1952. Partial Index 


Fixation of ‘‘Neutralized’”’ Influenza Virus by Susceptible Cells. J. V. 
Hultin and A. P. McKee.—p. 437. 

Bacterial Resistance to Quaternary Ammonium Disinfectants. C. E. Chap- 
lin.—p. 

Properties of ‘+ Ray Inactivated Bacteriophage: II. Inactivation by In- 
d.rect Effects. J. D. Watson.—p. 473. 
Selectivity of Sorbic Acid Media for Catalase Negative Lactic Acid 
Bacteria and Clostridia. L. O. Emard and R. H. Vaughn.—p. 487. 
Preparation of Polynucleotide Complex from Salmonella Typhosa. M. D. 
Schneider.—p. 495. 

Effects of Tryptophan-Histidine Deficiency in Mutant of Escherichia Coli. 

K. Sands and R. B. Roberts.—p. 505. 

Effect of Ultraviolet Irradiation on Development of Resistance of Bacteria 
to Antibiotics. A. K. Saz, H. Eagle and J. N. Toal.—p. $13. 

Nuclear Changes in Living Cells of Variant of Bacillus Anthracis. C. E. 
Clifton and H.-B. Ehrhard.—p. , 

Observations on Strain of Neisseria Meningitidis in Presence of Glucose 
and Maltose: II. Studies with Washed Cells. C. Fitting and H. W. 
Scherp.—p. 545. 
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*Cervical Smears in Detection of eh Carce:noma. D. C. Dahlin, E. 
Mussey and M. B. Dockerty.—p. 

Are Grievance Committees a hy Their Purpose? R. E. Fitzgerald. 
—p. 313. 

Doctor’s Responsibility to His Patient. E. M. Hammes.— p. 316. 

Interpretation of Medical Case Costs. J. D. McCarthy.—p. 318. 

Growth of Prepaid Medical Care Plans. F. E. Smith.—p. 321. 

Hospital Administration and Medical Staff. K. S. Klicka.—p. 325. 

Medical Technology. M. Alcuin.—-p. 331. 

Acute Laryngotracheobronchitis. F. G. Folken.—p. 336. 

Routine Chest Examinations in Private General Hospital. J. P. Medelman 
and J. F. Briggs.—p. 340. 


Cervical Smears in Detection of Carcinoma of Uterine Cervix.— 
Cervical smears are an important means of detecting carcinoma 
of the cervix, which ranks second to carcinoma of the breast 
as a cause Of death from malignant diseases in women. More 
than 10,000 smears have been obtained almost routinely in the 
obstetrics and gynecology section of the Mayo clinic since 
August, 1950. Records were reviewed of 92 of these patients 
who proved to have carcinoma of the cervix, although at the 
time of examination lesions suggesting its presence were not 
seen. Of these patients, 73 had cervical carcinoma in situ, and 
their average age was 42.1 years; 11 patients had early invasive 
carcinoma, and their average age was 47.8 years. Of them 81 
were married, 4 widowed, 6 divorced, and one single; 12 had 
never been pregnant, 4 had had pregnancies resulting in abortion, 
and 76 had had at least one full-term pregnancy. Only 17 sought 
medical aid because of gynecologic problems, and in 11 only 
was malignant growth suspected, whereas in 17 the cervix seemed 
to be normal. Leukoplakia, believed to be a precancerous lesion, 
was found in eight patients only. The appearance of the cervix 
justified biopsy in 49, whereas only a smear was taken in 38 at 
the time of the first examination. When the patient has an 
obvious carcinoma or positive and equivocal smears biopsy 
should be done before treatment is undertaken. Many times, 
however, a single smear was more efficacious than random 
biopsy. In detection of carcinoma of the uterine fundus smears 
were not helpful. It appeared that patients whose smears are 
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positive for carcinoma of the cervix do not have characteristic 
symptoms or physical signs, and carcinoma in situ and invasive 
carcinoma of the cervix may be asymptomatic and/or clinically 
undetectable. Annual or biannual smear screening of apparently 
normal women is a good preventive measure. 


New York State Journal of Medicine, New York 
§2:961-1088 (April 15) 1952 


Proctology and the General Practitioner. R. Turell.—p. 1009. 
Clinical and Pathologic Study of Malignant Melanoma. R. J. Gilston. 


Elusive Mental Cases: Neurosis, Hysteria, Neurasthenia. B. Liber. 
—p. 1019 


Simple Economical Apparatus for Office Ballistocardiography. G. Schwartz, 
S. Fishman, I. Hirshleifer and A. Fankhauser.—p. 1023. 

Chlorephyll in Topical Therapy. F. C. Combes, R. Zuckerman and 

B. Kern.—p. 1025. 

Increased Prothrombin Synthesis During Aureomycin Therapy Illustrating 
Antibiotic-Anticoagulant Antagonism. R. D. Barnard and M. Schwartz. 
—p. 1027. 

Surface-Active Vaginal Cream in Treatment of Mixed Infections in 
Vagina. M. P. Warner.—p. 1029. 

Terramycin in Treatment of Skin Diseases. F. Reiss.—p. 1031. 

Importance of Examining Lower Urinary Tract in So-Called Pyelitis of 
Children. C. Ney and M. J. Markham.—p. 1033. 

Intolerance of Athletes to Infection. B. J. Ficarra.—p. 1036. 

Recent Occurrence of Hepatitis Among Drug Addicts of New York 
City. P. V. Cardon and E. M. Beck.—p. 1037 

Treatment of Gallstones. J. H. Bogle.—p. 1039. 

Chemotherapy of Genitourinary Tuberculosis with Isonicotinic Acid 
Hvdrazide: Preliminary Observations. M. E. Greenberger, A. J. Green- 
berger, M. Klein and M. Turell.—p. 

Carcinoma of Endometrium: Pathologic Study of 31 Cases. S. A. Kauf- 


Primary Closure in Chronic (Nontuberculous) Osteomyelitis. E. B. 
Leahey.—p. 1045. 


North Carolina Medical Journal, Winston-Salem 
13:165-220 (April) 1952 
*Newer Aspects of Lipid Metabolism in Atherosclerosis. F. W. Ellis. 
—p. 169. 


Laboratory Diagnosis of Lymphogranuloma Venereum. G. P. Manire. 


On Pathogenesis of Obesity. A. T. Miller Jr.—p. 179. 

Place of Cystinuria in Human Disease. J. C. Andrews.—p. 186. 

Relation of Some Recent Biochemical Investigations to Diseases of 
Intermediary Metabolism. C. E. Anderson.—p. 189. 

Fibrinolytic Enzyme System of Dog Serum. J. H. Lewis and J. H. 
Ferguson.—p. 196. 

Veratrum. W. C. Nungesser.—p. 203. 

Secretion and Enterohepatic Circulation of Bile Acids: Replacement of 
Bile Acids in Biliary Insufficiency. J. L. Irvin.—p. 206. 


Lipid Metabolism in Atherosclerosis.—Results of recent studies 
reported in the literature indicate that the various lipid and 
lipoprotein components of serum are transported normally in 
a physicochemical state of equilibrium that maintains lipid 
material in a finely dispersed stable “emulsion.” It is believed 
that any deviation in normal lipid metabolism great enough to 
unbalance this mechanism results in the aggregation of abnormal 
colloidal lipid-bearing particles, which are susceptible to deposi- 
tion in the arterial intima. At least three indications of such a 
metabolic defect have been related recently to the etiology of 
atherosclerosis: (1) elevation of the serum cholesterol-phospho- 
lipid ratio, (2) sustained chylomicronemia (the presence in 
human serum of relatively large and numerous fat particles 
determined by the dark field microscope), and (3) certain ab- 
normal serum lipoproteins in the form of giant molecules. The 
etiology of the faulty mechanism that produces these changes 
is obscure at present. However, some hormonal deficiency or 
imbalance is suggested by the close association of degenerative 
vascular disease with certain alterations of endocrine function, 
-and by increasing evidence that lipid metabolism is influenced 
by the action of various hormones. Thus it is possible that 
atherosclerosis may be shown ultimately to be a metabolic dis- 
ease initiated by abnormalities in lipid metabolism that result 
from endocrine dysfunctions. Under these conditions, an exces- 
sive fat intake by a person with a preexisting metabolic deficiency 
might be important in determining his susceptibility to athero- 
sclerosis. In this connection it has been demonstrated that certain 
atherosclerotic patients benefit from dietary restriction of fats. 
This concept of the role of metabolism does not exclude other 
factors in the pathogenesis of atherosclerosis. 
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Pennsylvania Medical Journal, Harrisburg 
55:289-384 (April) 1952 


Diagnosis and Treatment of Coronary Heart Disease. A. C. Ernstene. 
—p. 313. 

Management of Hand Injuries. J. H. Wagner.—p. 318. 

Surgery of Acquired Cardiac Conditions. J. Johnson and H. F. Zinsser 
Jr.—p. 

Adequate Early Treatment of Injured Worker. A. G. Kammer.—p. 327. 

Analysis of Pyloric and Prepyloric Lesions. J. A. Collins Jr.—p. 331 


Postgraduate Medicine, Minneapolis 


11:371-47) (May) 1952 
Changing Emphasis in Managemént of Renal Diseases. W. S. Middleton. 
—p. 371. 


Pulmonary and Cutaneous Diseases Caused by Beryllium Compounds. 
R. Dutra.—p. 383. 

Retrolental Fibroplasia: The Schneider Foundation Eye Presentation. 
E. W. Hansen.—p. 387. 

Clinical Aspects of Q Fever. R. E. Dyer.—p. 392. 

Diagnosis and Treatment of Gastric Diverticula. M. A. Casberg. 
—p. 398. 

Paroxysmal Hypertension. G. S. Bond.—p. 404. 

Acute Bacterial Pneumonia. W. B. Wood Jr.—p. 

Symptomatic Treatment of Eczema and Dermatitis. R. Nomland. —p. 412. 

Management of Multiple Sclerosis. H. D. Jonez.—p. 415. 


Radiology, Syracuse, N. Y. 


58:48 1-636 (April) 1952 


*Angiocardiography in Congenital Heart Disease of Cyanotic Type: III. 
Observations on Complete Transposition of Great Vessels. R. N. 
Cooley and R. D. Sloan.—p. 481. 

Dental Roentgenologic Manifestations of Systemic Disease: I]. Develop- 
mental Disturbances. E. C. Stafne.—p. 507. 

Roentgen Studies of Maxillae and Mandible in Sickle-Cell Anemia. 
1. B. Robinson and B. G. Sarnat.—p. 517. 

Cholecystography with Telepaque: Preliminary Report. E. F. Everett 
and L. G. Rigler.—p. 524. 

Roentgen Manifestations of Lymphosarcoma of Stomach. P. H. Debb 
and W. L. Stilson.—p. 529. 

Emergency Diagnosis of Upper Digestive Tract Bleeding by Roentgen 
Examination Without Palpation (‘Hampton Technic’’). H. C. Knowles, 
B. Felson, N. Shapiro and L. Schiff.—p. 536. 

Two Unusual Tumors of Diaphragm. M. M. Keirns.—p. 542. 

Teleroentgenographic Pelvimetry: Preliminary Report. D. R. Germann. 
—p. 548. 

Intrathoracic Meningocele: Case Report. S. Rubin and E. H. Strate- 
meier.—p. 552. 

The Country Radiologist: Presidential Address. J. S. Bouslog.—p. 556. 

Absorption of 2-mev Constant Potential Roentgen Rays by Lead and 
Concrete. W. W. Evans, R. C. Granke, K. A. Wright and J. G. 
Trump.—p. 560. 

Monitering of Diagnostic X-Ray Department. L. E. Jacobson, J. J. 
Schwartzman and S. Heiser.—p. 568. 


Angiocardiography in Complete Transposition of the Great Ves- 
sels.—The angiocardiographic findings in 13 patients with proved 
complete transposition of the great vessels are described. They 
are Classified according to the presence of associated anomalies, 
such as interatrial or interventricular septal defects, a patent 
ductus arteriosus, or a combination of these defects. The pro- 
cedure is evaluated according to its ability to establish a diag- 
nosis of transposition of the great vessels and to reveal the 
presence and size of the concomitant anomalies. It was found 
that the angiocardiographic findings were sufficient to make the 
diagnosis of complete transposition of the great vessels in 10 
of the 13 cases. The diagnosis had been suspected, however, 
from routine clinical and roentgenographic findings. In three 
cases in which the diagnosis was not suspected, angiocardiog- 
raphy did not establish the diagnosis. In each instance bizarre 
features made the diagnosis more difficult. The presence and size 
of a significant associated interatrial defect can be determined 
with a fair degree of reliability by angiocardiography. If the 
defect is so large that further enlargement by surgery is not in- 
dicated, the authors believe that it will always be demonstrated 
by a technically satisfactory angiocardiogram. Concomitant 
interventricular defects rarely were directly demonstrated. Occa- 
sionally their presence could be inferred from associated find- 
ings. Angiocardiography did“not demonstrate a patent ductus 
arteriosus in four cases in which the ductus proved to be over 
3 mm. in diameter. No deaths resulted from angiocardiography 
either in the 13 cases or in an additional group of 38 patients 
in whom a transposition of the great vessels was thought to be 
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present. Even though most of the patients were severely incapaci- 
tated, they tolerated the procedure well, with only a transient 
period of discomfort. There was an immediate high concen- 
tration of the contrast substance in the aorta and presumably in 
the coronary arteries. The difficulties in differentiating complete 
transposition from a complete transposition of the aorta with a 
levoposition of the pulmonary artery are discussed. Other limi- 
tations and shortcomings of the procedure are considered. 


Rhode Island Medical Journal, Providence 
35:177-232 (April) 1952 


Auricular Fibrillation with Complete Heart Block and Adams-Stokes 
Syncope. J. Gailitis and A. Caputi.—p. 193. 

Acute Myocardial Infarction—Some Observations on 216 Cases. F. B. 
Cutts.—p. 196. 

Doctors and Scholars. D. B. McCarthy.—p. 200. 


South Dakota Journal of Medicine, Sioux Falls 


5:95-132 (April) 1952 
Tracheotomy in Bulbar Poliomyelitis. R. E. Priest.—p. 95. 
Conduct of Abnormal Labor. J. H. Randall.—p. 105. 
Behavior Problems in Children Caused by Vitamin D_ Deficiency 
W. Marshall.—p. 110. 


Tennessee State Medical Assn. Journal, Nashville 


45:127-170 (April) 1952 
Medicine’s Place in Society. D. W. Smith.—p. 127. 
Management of Injuries to the Hand. S. B. Fowler.—p. 132. 
Fallacies About the Skin. F. G. Witherspoon.—p. 136. 
Use and Value of Ophthalmoscope. A. Lawrence.—p. 140. 


Texas Reports on Biology and Medicine, Galveston 


10:1-278 (No. 1) 1952. Partial Index 

Viability of Skin in Relation to Various Methods of Storage. M. Allgéwer 
and T. G. Blocker Jr.—p. 3. 

Evaluation of Choline and Related Substances as Antitoxic Agents to 
Nitrogen Mustard in Vivo. G. W. Howe, H. N. Marvin and C. L. 
Spurr.—p. 39. 

Study of 91 Children with Rheumatic Fever in the Gulf Coast Area of 
Texas. H. E. LeBus and T. C. Panos.—p. 45. 

Experimental Attempts to Transmit Hodgkin’s Granuloma. P. O’B. 
Montgomery and T. B. Foard.—p. 53. 

Metabolism of Glucuronic Acid in Man. A. A. Ormsby.—p. 66. 

Consideration of Some of Theories Relative to Etiology and Incidence 
of Lung Cancer. R. H. Rigdon and H. Kirchoff.—p. 76. 

_ Search for New Drugs Against Epilepsy. J. E. P. Toman, G. M. Everett 
and R. K. Richards.—p. 96 

Surgical Treatment of Involuntary Movements. A. E. Walker.—p_ 105. 

Well Baby Care. F. H. Wright.—p. 130. 

*Experimental Studies in Metal Cancerigenesis: I. Nickel Cancers in Rats. 
W. C. Hueper.—p. 167. 

Problems in Administration of Grant Funds for Cancer Research. R. G. 
Meader.—p. 187. 

Factors Affecting Susceptibility in Cancer Occurrence. C. P. Oliver. 
—p. 205. 

Motion Picture Studies of Living Papilloma of Breast and Breast Cancer. 
C. M. Pomerat.—p. 217. 

Polysaccharides of Serum Proteins in Cancer. M. R. Shetlar.—p. 228. 

Experiences in Spontaneous Regression of Neoplastic Disease in Man. 
F. W. Stewart.—p. 239 


Cancerigenicity of Nickel in Rats.—In view of the growing im- 
portance of metal cancerigenesis, experimental studies were in- 
itiated dealing with the following metals or their compounds: 
arsenic, chromium, chromite ore, nickel, uranium, beryllium, 
and asbestos. This paper reports results obtained in 70 rats to 
which pure metallic nickel powder suspended in lanolin was 
administered by three different parenteral routes: into the femur, 
pleural cavity, and nasal cavity. Cancerous reactions were ob- 
served in 30% of the animals that died from 7 to 16 months after 
the start of the experiment. Six of the neoplasms were appar- 
ently osteogenic sarcomas, one originated from connective tissue 
at the site of injection, one from the epithelial lining of an osteo- 
myelitis fistula, and two seemed to have developed from ab- 
dominal lymph nodes. The evidence obtained strongly suggests 
that finely dispersed metallic nickel may elicit cancerous re- 
actions. The minimal latent period was about six months. The 
importance of these observations lies in the fact that reports 
from some English nickel ore refineries indicated an excessive 
frequency of cancer of the lung, nasal cavity and nasal sinuses 
among workers engaged in operations involving exposure to 
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nickel carbonyl. No similar observations have been recorded 
from countries where the Mond process of nickel ore refining 
is employed. While some investigators favored the view that ex- 
posure to sulfuric acid fumes containing arsenic generated during 
the refining process was responsible for these respiratory can- 
cers, this view has been largely abandoned in recent years. Cir- 
cumstantial evidence incriminates exposure to nickel carbonyl 
vapors. 


Virginia Medical Monthly, Richmond 


79:233-292 (May) 1952 

Abdominal Tuberculosis Without Evident Tuberculosis of Lungs. E. S. 
Roberts and H. Nushan.—p. 237. 

Hemorrhage Due to Dicumarol and Its Analogues. J. B. Twyman. 
—p. 246. 

*Herpes Zoster of Cranial Nerves. F. H. McGovern and G. S. Fitz-Hugh. 
—p. 250. 

Inequality of Leg Length. E. B. Carpenter and A. A. Kirk.—p. 254. 

Lower Nephron Nephrosis and Artificial Kidney—Case Report. F. M. 
Jacobs.—p. 260. 

Neuroses of Everyday Living. D. C. Wilson.—p. 264. 

Non-Traumatic Gas Gangrene. H. W. Kimball and A. J. Rawson. 
—p. 269. 

Chloromycetin Palmitate—Clinical Evaluation in Allergic and Non- 
Allergic Children and Adults. J. W. Thomas, F. R. Kelley Jr., A. M. 
Edmonds and E. L. Kindig Jr.—p. 272. 


Herpes Zoster of Cranial Nerves.—With the exception of herpes 
zoster ophthalmicus, herpes zoster of other cranial nerves is 
rarely diagnosed, although it occurs often. The basic lesion of 
herpes zoster‘is probably an inflammatory process in the dorsal 
root or cranial sensory nerve, caused by a neurotrophic and 
epidermotrophic virus. The cutaneous or mucosal vesicle is 
thought to result from peripheral migration of the virus from 
the ganglionic focus to cutaneous and/or mucosal epithelial cells. 
A virus has been shown to be present in the vesicles. The authors 
discuss the manifestations of herpes facialis (gasserian ganglion), 
herpes oticus (geniculate ganglion), herpes auditorius (vestibular 
and cochlear ganglia), herpes pharyngis (glossopharyngeal 
ganglia), herpes laryngis (vagal ganglia), and herpes occipitocol- 
laris (cervical ganglia). It is common for herpes of cranial 
nerves to be manifested by only part of the usual symptoms. 
For example, in the vagus syndrome there may only be pain 
and vesicles in the hypopharyngeal region, with no involve- 
ment of the ear, motor manifestations, or other possible compli- 
cations. There are also combinations of involvement of multiple 
nerves, such as herpes facialis with ocular paralysis or facial 
paralysis, or geniculate and auditory ganglia involvement, or a 
vagoglossopharyngeal syndrome. In the event of the develop- 
ment of pain and vesicles in a zoster zone of a sensory nerve, it 
is important to search carefully for possible motor involvement 
of the fibers of the same nerve or of a neighboring nerve. An 
attack of herpes zoster does not confer permanent immunity. 
The disease is self-limited, lasting three to six weeks. Motor 
paralysis, if present, may last longer, and in elderly and debili- 
tated patients a troublesome, painful, postherpetic neuritis may 
persist for months. There is no specific therapeutic agent for 
herpes zoster. Aureomycin or chloramphenicol in large initial 
doses (4 gm. daily) should be given in selected cases to combat 
secondary infections and ophthalmic complications. Local treat- 
ment should be directed towards combating secondary infections 
by the use of medicated powders or ointments. Attempt should 
be made to control pain with such analgesics as the salicylates, 
with codein or meperidine (demerol®) in severe cases* Caution 
is necessary in the use of opiates, particularly in cases with per- 
sistent postherpetic neuralgia. 


Wisconsin Medical Journal, Madison 
§1:437-440 (April) 1952 


Recognition and Treatment of Vaginal Diseases. H. C. Hesseltine. 
—p. 360. 

Treatment of Granulating Burns. S. K. Wynn.—p. 363. 

Treatment of Acute Laryngotracheobronchitis. H. C. High Jr.—p. 367. 

Duodenal Obstruction from Gallstone: Review and Report of Case. 
Cc. F. Broderick.—p. 371. 

Intestinal Obstruction of Proximal Hleum Due to Gallstone: Report of 
Case. B. I. Pippin.—p. 373. 

Central Lumbar Disk Simulating Cauda Equina Tumor Occurring in 12 
Year Old Boy with Dyschondroplasia. J. J. Van Driest and H. P. 
Maxwell.—p. 374. 
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Acta Medica Scandinavica, Stockholm 
142:399-480 (No. 6) 1952 
*Cor Pulmonale Resulting from Deformities of Chest. S Samucissom 


—p. 399. 

Clinical Use of Measurements of Clearance amd Maximum Capacity of 
Liver. J. C. M. Verschure.—p. 409. 

Hemagglutination Test with Sensitized Sheep Cells im Ritewmatond Artinm- 
tis and Some Other Diseases. N. Swartz amd K. Sctiossmamm—p. 420. 

Histological Technique for Examination of Cell Content of Sputum G 
Wihman and I. Bergstrom.—p. 433. 

Adrenal Function im Coronary Thrombosis. O. Forssmam, G. Hamssom 
and C. C. Jensen.—p. 441. 

Studies on Agglutinatiom of Sensitized Sheep Cells im Rheumatic Dis- 
eases: I. Agglutinatiom Titer After Primary Absorptiom of Serum iby 
Sheep Cells. S. Winblad.—p. 450, 

Id.: Il. Nature of Agglutinating Serum Factor. &% Winblad—p. 45% 

Influence of Heparim on Coagulability of Fibrimogem H. Wimazzer 
—p. 468 


Cor Pulmonale Resulting from Chest Deformities.—Sevwere and 
possibly also moderate chest deformities have a harmful effect 
on the thoracic viscera. Deformities such as kyphoscollosis. 
scoliosis, and kyphosis may affect the lumgs. cawsimg atelectasis 
as a result of lack of space. compensatory dilatatiom and 
emphysema, and frequent attacks of bromchitis. The heart is 
frequently displaced upwards to the side opposite the scolios.s. 
and this displacement is oftem accompanied by bendimg amd 
twisting of the aorta and great vessels, especially im cases of 
right-sided kyphoscoliosis and scoliosis. The chamges accompenmy- 
ing right-sided kyphoscoliosis cause compression amd comcavity 
of the left chest. which im turn produce a horizontal position of 
the heart. Hypertension in the pulmonary circulatiom caused by 
the pathological pulmonary changes associated with kwphosco- 
liosis results in hypertrophy and dilatation of the mght side of 
the heart. The author’s series, chosen from persoms awarded 
invalidity pensions on acccunt of spinal deformity by the Damosh 
Invalidity Court between 1935 and 1944, imcluded 41 living 
patients and 62 who had died. Grade 3 deformity was present im 
most cases. Signs of cor pulmonale were found im 20 of the 41 
patients still living. Electrocardiograms were made im all] 41 
cases; right cardiac strain appeared im 15 and left cardiac straim 
in 8. Dyspnea is usually the earliest symptom: it may be present 
for years without interfering with working capacity. but whem it 
is increased by minor exertion, heart failure is impendimg. The 
patients with cor pulmonale showed greater debulity tham the 
others, and orthopnea with or without cyamosis was fowmd im 15. 
Study of the death certificates and inquiry from attemdimg physui- 
cians showed that 39 of hy deceased patients had had sigms of 
cor pulmonale; of these, 37 died im heart failure. Causes of deati 
next in frequency were pneumonia and, accordimg to the cer- 
tificates, “heart disease” and “myocardial degemeration.~ The 
depressant effect of morphine om the respiration is partecularly 
dangerous to patients with spimal deformities who are im puill- 
monocardiac failure: one patient im this series died following 
injection of | cc. of morphine. Another death followed admumnis- 
tration of a local anesthetic. 


Archivum Chirurgicum Neerlandicum, Arnhem 
4:1-80 (No. 1) 1952. Partial Index 


*Use of Kiintscher’s [ntramedullary Pim im 341 Cases. E. J. Moews 
Method of Suturing in Operations for Congenital! Oesophageal! Amena 
J. ten Kate.—p. 43 
Wire Extension in Treatment of Horizontal Fracture of Palate (Guerums 
Fracture). P. L. Allaart.—p. 49 
Results Obtained in Treatment of Acute Appendicins R. R. Swims 
§3 


Use of Kuntscher's Pim.—Kiitscher’s imtramedul- 
lary pin was used in 541 fractures treated at the swrgical climic 
of the University of Utrecht and at a hospital im Niymegem. Most 
of the patients observed at the latter hospital had war mjuiries 
and were treated without penicillin, whereas most of those 
treated in Utrecht were admitted after the war, whem pemicillim 
and other antibiotics were available. About 50% of the total 
were treated without antibiotics. Kiimtscher’s method comsists 
of introducing a stainless steel pim, U-shaped im cross sectiom, 
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mmto the medullary cavity through a small incision well away 
from the site of the fracture. Failure following the use of 
Kiimtscher’s medullary ts almost always due to technical 
errors or imperfections. Good results can be expected only when 
these umperfectioms are avoided. The method is superior to 
others im that mt makes possible stable fixation of the fracture 
and complete functional restoration. The method is indicated in 
all cases of tramswerse diaphyseal fracture of the long bones. 
Other imdicatioms depend on the skill and experience of the 
operating sungeon. Simcoe the “open” and the “closed” method at 
present offer am equal nsk of infection, the “open” method is 
to be preferred, because it ts technically bess difficult and safer. 
Indications for use of thes method will increase with further sim- 
Pliicamon and imtroduction of vanious special types of pins. The 
method should tbe used only by those who are experienced in 
its wee and hawe at their disposal all mecessary equipment. 


Archives Espanoles de Urologia, Madrid 
8-1-9 Glan.) 1952. Partial Index 
*Stranguilatiom of Penis. £. Pérez Castro and A. Pérez Coutino.—p. 1. 
Neworrmm: Destumctiom of Bladder Treated by Resection of Hypogastric 
and Presactal Nerwes. L. Cifuemtes and C. Younger.—p. 31. 
Prolomced Treatmem m Renal F. Romero 
Agurre—p. 44 


Strangalstion of Pents.— The most frequent causes of strangula- 
non of the pemis are revenge, onanism, and superstition. Strangu- 
lation of the pemis ts followed within the first 24 hours by 
acute edema, stagnation of wmine, and frequently by fulminant 
gamgreme, Which cam be prevented by prompt removal of the 
stramguilating body. Cases of tolerance for nine months before 
appearance of gamgreme have been reported. The authors report 
two mew cases im a Child and an onanistic man 73 years old. The 
wictums were soem 3 and 15 days, respectively, following the 
stramguillamon. The case im the old man ts unique in the literature. 
The metallic cylinder introduced weighed 155 gm. It was 8.5 cm. 
long. with a lumen 2.5 cm. in diameter and walls 0.5 cm. thick. 
Amputation under general anesthesia was necessary. 


Belgisch Tijdschriit voor Geneeskunde, Leuven 
$-337-386 (Apmil 15) 1952. Partial Index 

Reswits of Pulmomary Resection for Bronchiectasis. L. D. Eerland and 
R. RR. Swummem—p. 357 

Catinetemizatiom of m Study of Aoguired Heart Disease. K. Vuyl- 
—p. 

Combat of Camoer om J. De Backer.—p. 373. 

and Treatmem of Bionchopneumonma Due to Whooping 
Beckers —p. 377 


Bronchopacumonia Duc to Pertussis.— Beckers stresses that in 
diagnosis Of bhronchopnewmonia due to pertussis two forms 
showkd be differentiated: (1) the pneumowhooping cough of 
wihach as hematologically characterized by the pres- 
ence Of mamy leukocytes and lymphocytes; (2) broncho- 
poeumoma of the mixed imfecuon type, with an increase in 
mewtrophuls hess decssive increase im leukocytes. The treat- 
memt of these two fonms differs: in the so-called pneumowhoop- 
img Cough, the author recommends administration of a specific 
amtiimotnc such as lenramycin, aureomycin or streptomycin, in- 
asmuch as tihere may he a difference in sensitivity of some strains 
agaumst these specific anmtibiomucs. In the treatment of broncho- 
pacumonma due to mixed infecton i as essential to administer 
hesides ome of these antibiotics also penicillin, which has pre- 
wiously heem the drug of chosoe in treatment of pneumococci and 
Chief causes of mixed infections. 


British Journal of Dermatology, London 
64-/69-212 (May) 1952. Partial Index 

Amyloidosis with Macrogiossia. G. C. Weils. 
—p. 169 

Champers om Tomofibrils m Vemcular and Bullous Diseases 
of Skim. T. G. Nelemams, F. J. Keunme, T. G. van Rijssel and M. 
Rwiter —p. 177 

Stamm of Sectioms of Skim. E. A. Icach—p. 183. 


Maku and Fitwng of Plastic Noses. H. W. Siemens and R. D. G. P. 
—p. 190 
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British Journal of Industrial Medicine, London 
9:93-164 (April) 1952 

History of Lung Diseases of Coal Miners in Great Britain: Part U1. 1875- 
1920. A. Meiklejohn.—p. 9: 

Pneumoconiosis of Coal Miners in North East England with Special 
Reference to the Durham Coalfield. R. 1. McCallum.—p. 99. 

Mechanism of Dispersion of Coal Particles in Lungs of Miners. A. Poli- 
card.—p. 108. 

Sampling Procedure for Measuring Industrial Dust Exposure. P. D. 
Oldham and S. A. Roach.—p. 112 

Dust Sampling and Lung Disease. Cc. N. Davies.—p. 120. 

“Incidence of Bladder Tumours in Dyestuffs Factory. T. S. Scott.—p. 127. 

Urinary Coproporphyrins in Lead Poisoning. J. E. Kench, R. E. Lane 
and H. Varley.—p. 133. 

Studies on Cotton Dust in Relation to Byssinosis: Part I: Bacteria and 
Fungi in Cotton Dust. G. Furness and H. B. Maitland. —p. 1: 

Cardiovascular Disease in Cotton Workers: Part Il: Clinical Study with 
Special Reference to Hypertension. R. S. F. Schilling, N. Goodman 
and J. G. O'Sullivan.—p. 146. 


Bladder Tumors Following Exposure to Dyes.—The occurrence 
of bladder tumors in workers in the dyestuffs industry was ob- 
served by Rehn in Germany as early as 1895 and by the third 
decade of this century exposure to beta naphthylamine and to 
benzidine had been accepted as a cause of bladder tumors by 
many European observers. American investigators, however, 
are less certain of the carcinogenicity of benzidine, and stress 
that it cannot be accepted as such until it is known that benzidine 
workers without exposure to beta naphthylamine have developed 
tumors of the bladder. This paper reviews 66 cases of bladder 
tumors in workers engaged in the manufacture of dyes. Thirty 
of the 66 patients had been exposed only to benzidine and never 
to beta naphthylamine, and for this reason benzidine is con- 
sidered as dangerous a carcinogen as beta naphthylamine. In 15 
patients the tumors are attributed to beta naphthylamine alone 
and in others to mixed exposures. For those entering the industry 
under 30 years of age the average age of onset of tumor was 42 
and of death was 44; of those between 30 and 40 the average age 
of onset was 51 and of death 54; and in those over 40 the 
iverage age Of onset was 58 and of death 66. According to the 
‘egistrar general's figures for 1947 the average age of death of 
1.417 males in England and Wales who died of neoplasms of the 
oadder, urethra, and ureter was 67.5 years. Men under the age 
of 30 should not be emplcyed in the manufacture or handling of 
substances known or suspected to be bladder carcinogens and, 
when possible, healthy men over 40 should be employed on 
‘hese processes. Methods of prevention are discussed, and it is 
oointed out that a different method of manufacture for beta 
naphthylamine has been introduced. 


British Medical Journal, London 
1:987-1042 (May 10) 1952 

Splenic a. J. B. Chatterjea. C. M. Arrau and W. Dameshek. 

eee i Spleen. P. Story and W. E. Gibb.—p. 990. 

Histological Study of Onchocerciasis Treated with Hetrazan. F. Hawk- 
ing.—p. 992. 

Further Observations on + oy Resistance and Adrenocortical Ac- 
tivity. H. N. Robson and J. J. R. Duthie.—p. 

*Responsiveness to A.C.T.H. and Cortisone in Rheumatoid Arthritis. 
J. H. Kellgren, O. Janus, R. Moore and D. S. Jackson.—p. 997. 

Effect of Repeated Injections of A-C.T.H. upon Bone Marrow. G. Hud- 
son, G. Herdan and J. M. Yoffey.—p. 999. 

Noradrenaline, Adrenaline, and Human Circulation. H. J. C. Swan. 
—p. 1003. 

Statures of Group of University Students and of Their Parents. 
J. V. G. A. Durnin and J. B. de V. Weir. —p. 1006. 


Splenic Puncture.—Splenic aspiration was performed in 43 
patients with different diseases of the blood associated with en- 
largement of the spleen. The cellular pattern of the aspirated 
material was studied under oil immersion. Evidences of myeloid 
metaplasia were observed in patients with polycythemia vera 
and chronic granulocytic leukemia, and in ore patient with cir- 
rhosis of the liver. The association of a fibrotic or sclerotic bone 
marrow with extensive n.yeloid metaplasia of the spleen is an 
absolute contraindication to splenectomy, since the spleen in 
these cases represents the major hematopoietic tissue. The in- 
creased number of erythroblasts found in some of the patients 
with chronic lymphatic leukeniidy acquired hemolytic anemia, 
and cirrhosis of the liver is probably indicative of small ectopic 
foci of erythropoiesis. Their presence in association with a 
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cellular or hypercellular marrow does not necessarily contra- 
indicate splenectomy, and the recommendation for splenectomy 
in these cases should be based only on the fundamental disease 
and on the presence of associated hemolytic anemia. Splenic 
puncture is useful in the diagnosis of atypical or cryptic types of 
aleukemic leukemia and leukosarcoma when the marrow picture 
may not be completely diagnostic or may even be normal. This 
is particularly true in primary lymphosarcoma and in reticulum 
cell sarcoma of the spleen in which splenomegaly may be the 
only abnormal finding. In congestive splenomegaly due to various 
causes such as cirrhosis of the liver, corroborative evidence in 
favor of the diagnosis may often be provided. 


Corticotropin and Cortisone in Rheumatoid Arthritis —A course 
of corticotropin (ACTH), consisting of 12 injections of 25 mg. 
intramuscularly every six hours, was given to 17 patients with 
rheumatoid arthritis. After a rest period of at least four days a 
similar course of cortisone was given, using an oral dose of 50 
mg. of aqueous suspension every six hours. The clinical and 
eosinopenic responses of the patients to these courses were 
studied. Four patients responded fully to both drugs, four gave 
no response with either drug, four responded fully to cortisone 
but only partially or not at all to corticotropin, while one re- 
sponded fully to corticotropin and only partially to cortisone. 
The remaining patients gave only partial responses to either or 
both drugs. The authors’ observations suggest that with cortisone 
and corticotropin great differences in responsiveness may com- 
monly be encountered in patients with rheumatoid arthritis, and 
the individual patient’s responsiveness should be considered 
before any treatment with these drugs is begun. The single dose 
test with SO mg. of cortisone orally and with a single intra- 
muscular injection of 25 mg. of corticotropin may give a useful 
indication of this, though the three day test would be more reli- 
able. The occurrence of withdrawal deterioration in three 
patients in whom the drug had had no apparent effect suggests 
that the differing response of individual patients to administered 
cortisone and corticotropin may be partly a reflection of the 
level of endogenous production. If the administered dose of 
hormone greatly exceeds endogenous production, it causes some 
degree of hypercorticism, with eosinopenia and suppression of 
the inflammatory reaction, resulting in a clinical response; but, 
if the administered dose is less than the amount produced 
endogenously, the pituitary-adrenocortical system merely adjusts 
itself to a lower level of production and the net result is no 
change, though there may be a temporary withdrawal deteriora- 
tion while endogenous preduction is being resumed. 


Deutsche medizinische Wochenschrift, Stuttgart 


77:605-636 (May 9) 1952. Partial Index 


General Resistance and Chemotherapy. W. Pfannenstiel.—p. 609. 

Syphilitic Infants from Healthy Mothers? A. Gaase.—p. 611. 

Acute Infection and Manifestations of Vitamin Be Deficiency. G. Rewerts. 


—p. 612. 

Neurologic Diagnosis and Prolapse of Intervertebral Disk. K. Romer. 
—p. 614. 

Clinical Aspects and Pathogenesis of Periarthritis Coxae (Gluteal Form). 
W. Belart.—p. 

*Reduction in Blood Pressure by Hexamethonium Bromide to Prevent 
Surgical Bleeding. P. Wiiflingseder.—p. 


Hexamethonium Bromide to Prevent Surgical Bleeding. 
Wilflingseder reviews observations on more than 50 operations 
carried out at the University of Innsbruck with drug-induced 
blood pressure reduction. Extensive operations on face and neck 
were greatly facilitated by the use of hexamethonium bromide. 
Transplantation of large skin flaps is largely dependent on 
whether the formation of a hematoma can be prevented, and this 
is possible by means of blood pressure reduction with hexa- 
methonium bromide. Fenestration operations, antrotomy, and 
operations on the neck are also facilitated by blood pressure 
reduction. In operations for hernia of the nucleus pulposus 
blood pressure reduction is helpful, provided the patient can be 
put in proper position, with head and upper body lowered. 
Thoracic surgery was likewise facilitated by the use of hexa- 
methonium. In intra-abdominal and proctologic operations the 
method does not seem indicated, because putting the patient into 
a position that will drive the blood away from the surgical field 
is difficult or impossible, but at the Innsbruck clinic the method 
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was tried in urologic operations such as prostatectomy and 
electroresection, so far with favorable results. From 20 to 50 
mg. of hexamethonium bromide is administered intravenously 
as soon as regular respiration has set in following induction of 
anesthesia. Then the surgical field is elevated and up to 200 mg. 
more is given or the surgical field is elevated further until the 
surgical field is free of blood. If muscular relaxation is desirable 
for intubation or operation, decamethonium should be given 
rathe, than curare, in order to avoid antagonism of the 
hexamethonium. Generally from three to five minutes are 
required until pressure has been reduced to 65 to 55 mm. Hg. 
If this low pressure cannot be reached, even values of 90 to 80 
mm. Hg will be helpful. As a rule, surgery should not last more 
than two hours, but the surgical posture must be maintained for 
a few hours after operation to avoid postoperative hemorrhage. 
The method is contraindicated in children, and in patients whose 
general condition is poor, who are subject to anginal attacks or 
cerebral thrombosis, or who have chronic pulmonary disorders. 
The physiology of the method and all possible risks are not yet 
fully explained. 


Die Medizinische, Stuttgart 
Year 1952: 681-716 (May 17). Partial Index 


*Partial Renal Infarction and Hypertension Resulting from Ligature of 
Aberrant Renal Vessels. H. Boeminghaus and F. J. G6tzen.—p. 681. 
*Myocardosis—New Concept in Evaluation of Cardiac Disturbances. W. 
Rosenblatt.—p. 684. 

8,.8’-Dichlorodiethy! Sulfide Poisoning. H. Dickel, A. Fineke and H. 
Gohr.—p. 

Prophylaxis of Pericardial Adhesions by Oleopericardium According to 
Technique of Kux. R. Giinther.—p. 690. 


Renal Infarction and Hypertension.—In 38 patients between the 
ages of 17 and 63 operated on for various renal disturbances, a 
true aberrant renal vessel, i. e., an artery supplying the paren- 
chyma of the kidney or a vein of the parenchyma, was either 
sectioned or ligated. Permanent hypertension developed in 7 
(19.4%) of the 38 patients. As a rule pulsating, aberrant vessels 
should not be sectioned and the intervention should be limited 
to nephropexy, ureterolysis, or transplantation of the ureter. 
Despite favorable results of a clamping test, ischemia of a large 
area of the kidney may result from sectioning of an a7 nt 
vessel, Excision of the ischemic area should then be perfer:i>a 
to prevent hypertension. In cases of considerable permanent 
hypertension, nephrectomy is the method of choice. Experience 
showed that the younger the patients and the shorter the duration 
of the hypertension the better the chances for the pressure to be 
restored to normal. Nephrectomy must be performed before 
irreversible changes in the vessels of the other kidney occur that 
will maintain the hypertension. In one of the authors’ patients, 
as early as within three months of the onset of the hypertension 
arteriosclerotic changes were microscopically demonstrated in 
the portions of the kidney not involved in the infarction. In 
cases in which hypertension has continued for some time, it 
seems advisable to combine nephrectomy with lumbotrans- 
diaphragmatic sympathectomy. Since malignant hypertension 
may result from partial renal infarction, blood pressure measure- 
ments should be taken for prolonged periods in cases in which 
ligature of aberrant renal vessels could not be avoided. The 
authors believe that the occurrence of hypertension depends on 
a hereditary predisposition to hypertension, with an abnormal 
vascular reaction. 


New Concept of Myocardosis.—In evaluating cardiac dis- 
turbances in his patients the physician may be aided by a new 
concept of myocardosis suggested by Wuhrmann. According to 
this Swiss worker, myocardosis may be considered a syndrome 
in patients with cardiac disturbances associated with changes of 
the blood proteins (dysproteinemia). The latter changes may 
very likely be the cause of the cardiac disturbances. This new 
concept will be useful in all cases in which the dysproteinemia 
can be easily demonstrated by combined simple methods, such 
as determination of total protein content of the blood, Takata 
test, cadmium sulfate test, Weltmann’s serum test, thymol tur- 
bidity test, and blood sedimentation rate, and in which no other 
cause of the cardiac disturbances can be found. Myocardosis 
may frequently be associated with disease due to malnutrition, 
but is usually masked by dystonia. 


J.A.M.A., Aug. 23, 1952 


Edinburgh Medical Journal 
59:213-260 (May) 1952 


Clearance Tests of Renal Function. C. P. Stewart.—p. 213. 

Pathology of Foetal and Neonatal Asphyxia. A. R. Macgregor.—p. 229. 

Assessment of Inadequate Lactation. R. A. Miller.—p. 238. 

Vitamin B Complex as Supplement in Infant Feeding. J. A. Chalmers. 
—p. 247. 


Journal de Chirurgie, Paris 
68:329-408 (May) 1952 


Postoperative Syndrome of Potassium Deficiency. R. Montant, H. C. 
Plattner, R. Faller and G. Mottironi.—p. 329. 

*Possibilities and Limits of Methods of Removing Obstruction of Common 
Bile Duct by Administering Chemicals or Pharmacodynamic Sub- 
stances. J, Sénéque, M. Roux and C. Chatelin.—p. 340. 


Use of Chemical and Pharmacodynamic Substances in Ob- 
struction of Common Bile Duct.—Pribram’s method of treat- 
ment for residual calculi combined with intravenous adminis- 
tration of pharmacodynamic substances following cholecystec- 
tomy, cholecystostomy, or choledochotomy was used by the 
authors in nine patients. Two or three times a day, 3 or 4 cc. 
of a mixture of 8 parts of ether and 2 parts of alcohol were 
instilled through an indwelling tube in the common bile duct. 
This was followed by instillation of 5 to 10 cc. of tepid olive oil. 
In the morning and in the evening the patients in addition were 
given slow intravenous injections of aminophylline or of sodium 
dehydrocholate. Excellent results were obtained in eight of the 
nine patients, while one patient was a therapeutic failure. These 
results suggest that postoperative medical treatment of obstruc- 
tion of the common bile duct is indicated if the presence of 
small calculi has not been recognized during surgical inter- 
vention performed under radiomanometric control. In all cases 
with moderate dilatation of the biliary passages and slightly 
increased pressure values, the calculi may be removed as a rule 
by instillations of olive oil alone, or only by injections of 
aminophylline, sodium dehydrocholate, or even atropine. Such 
treatment may be likewise effective in cases in which, because 
of the general condition of the patient, a simple cholecystostomy 
was done and calculi deliberately were not removed. Besides, if 
small calculi have been detected closely adhering to the wall of 
the common bile duct because of concrete biliary sediment, 
simple drainage of the common bile duct may be deliberately 
carried out in the presence of insignificant distention of the bile 
duct and pressure values below 20, and secondary treatment 
according to Pribram’s technique then may be considered. The 
only disadvantage of this type of treatment consists in the long 
duration that occasionally may be required, but it is not associ- 
ated with any risk. The duration of the treatment can be shortened 
if the calculi are free and the papilla patent. It is emphasized 
that the treatment should be given outside of the digestive 
periods, and aspiration of several cubic centimeters of bile from 
the bile ducts should always precede instillation of the drugs. 


Klinische Wochenschrift, Heidelberg 


30:433-480 (May 15) 1952. Partial Index 
Methods and Results of Metabolic Studies by Means of Radioiodine in 
Diagnosis of Thyroid and Extrathyroid Diseases. W. Horst.—p. 439. 
*Functional and Morphologic Liver Tests in Tuberculous Patients Treated 
with Thiosemicarbazones. E. Bohlke and H. G. Henkel.—p. 449. 
*Relations Between Blood and Bone Marrow Effect of Corticotropin, ~~ 
ticularly as Regards Eosinophils. R. Gross and U. Siecke.—p. 
Investigations on Metabolism of 5-lodo-2 Thiouracil. E. Klein.—p. ia. 
Is the Eosinophil Test Specific? A. Hitzelberger, W. Ruppel and L. 
Weissbecker.—p. 470. 


Liver Changes Resulting from Treatment with Thiosemicarba- 
zone.—The damaging effects of the thiosemicarbazones on the 
liver were studied with the aid of 124 puncture biopsies carried 
out On 86 patients who were receiving these drugs in the treat- 
ment of tuberculosis. In a number of patients, the liver, which 
had already been impaired by the tuberculous toxin, sustained 
added damage, which became evident particularly in increased 
peripheral fatty lobular degeneration and in an increase in 
periportal round cell infiltrations, in those who were treated with 
“tebethion” (p-acety! b Idehyde-thi icarbazone). 
Comparisons between certain functional tests of the liver and 
the puncture biopsies indicate that the functional tests are not 
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sensitive enough to detect mild parenchymal liver lesions. Only 
a third of the functional tests indicated any pathological struc- 
tural changes in the tuberculous patients. Fatty degeneration and 
focal lesions such as tubercles were not revealed by the chemical 
functional tests. Impaired feeling of well-being on the part of 
the patient, loss of appetite, and gastrointestinal disturbances are 
better indicators of the severity of the hepatic lesions than the 
functional tests, because, with increasing severity of liver damage, 
the intolerance for the chemotherapeutic substances increases. 


Action of Corticotropin on Blood and Bone Marrow.—Blood 
and bone marrow changes were studied in 12 healthy men after 
a single injection of 50 mg. of corticotropin and in a woman 
who had received a total of 1,200 mg. of corticotropin for 
chronic polyarthritis. It was found that the decided decrease in 
blood eosinophils was not accompanied by an equal reduction 
of bone marrow eosinophils. On the contrary, there was an 
increase, which during prolonged corticotropin therapy became 
considerable and involved chiefly immature forms. In a patient 
who had high blood and bone marrow eosinophilia because of 
L6ffler’s eosinophilic pulmonary infiltrate, administration of 125 
mg. in 24 hours did not cause a reduction in the immature 
eosinophils. The sharp decrease of eosinophils in the blood under 
the influence of glucocorticoids is explained on the basis of one 
or several of the following factors: destruction of cells in the 
peripheral blood or in certain organs; temporary retention of 
the cells in certain circulatory regions (disturbance in distribu- 
tion); and prevention of maturation or of release of cells in the 
bone marrow. 


Minerva Medica, Turin 


43:585-616 (March 22) 1952. Partial Index 


*Late Prognostic Findings in 140 Patients Following Acute Myocardial 
Infarction, P. Trivella.—p. 586. 
*Atypical Forms of Generalized Carcinosis. E. Cacciapuoti.—p. 597. 


Prognosis of Myocardial Infarction.—A follow-up was made of 
140 patients 3 months to 15 years after an acute attack of myo- 
cardial infarction. At the time of the attack 12 patients were 
less than 40 years old, 47 were between 40 and 49, 42 between 
50 and 59, and 39 were more than 60 years old. Of these patients 
52% were living in good cardiocirculatory condition after two 
years, 37.7% after three years, and 18.8% after six years. 
Angina had appeared in 25 (17.1%), and heart decompensation 
in 14 (11%). Prognosis of myocardial infarction is favorable in 
young persons who, as a rule, are healthy at time of the attack, 
while older persons may have hypertension and angina. In these 
the infarct is generally asymptomatic, and may be attributed to 
endocardial factors, whereas in young persons it may occur 
because of lipid concentration or a tendency to increased blood 
coagulation. Of these patients 74 had infarction of the anterior 
wall, 57 of the posterior wall. In two the infarction could not 
be localized and in seven it did not involve the entire thickness 
of the ventricle wall. The site of the infarct is not as important 
as its size. Preexisting hypertension and angina make the prog- 
nosis difficult if they are associated with fibrosis and cerebral 
arteriosclerosis. When the anatomic condition of the heart is 
the same at the time of the attack, heart decompensation is 
likely to develop in the patient with hypertension, while in the 
patient with angina a recurrent infarct is more probable. The 
shorter the period of time between the two attacks the less 
the probability of survival. In seven of the nine patients who 
died the second attack had occurred within one year. Thus a 
myocardial infarction may be followed by decompensation, 
angina pectoris, or restoration of good function of the myo- 
cardium. 


Atypical Generalized Carcinosis—Two atypical cases of gen- 
eralized carcinosis are reported. A few days after giving birth 
to a child, a 41-year-old woman had a temperature elevation and 
symptoms that suggested puerperal sepsis, which, however, was 
not confirmed by gynecological examination. Results of serum 
and blood tests were normal, but roentgen examination revealed 
small miliary nodules in the lungs of metastatic nature. A latent 
microscopic neoplasm of the uterus that became active at time 
of pregnancy was considered. Swelling of the left inguinal lymph 
nodes occurred, and biopsy revealed epithelial carcinoma. Had 
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the swelling not appeared a correct diagnosis would have been 
impossible, since autopsy was not permitted. The second patient 
was a 38-year-old single woman from a family in which five of 
eight members, including the mother, had died of neoplastic 
disease. The tumor always appeared when the persons were 
between 35 and 40 years old. First symptoms in this patient were 
abdominal effusion, followed later by pleural effusion in the 
right side, intermittent temperature elevation, sweating, and 
little involvement of the general condition. Polyserositis of tuber- 
culous nature was considered and at first seemed to be supported 
by the fact that the pleural effusion receded almost completely, 
to reappear only toward the end of the disease. Suddenly the 
symptoms became aggravated, edema of the legs became severe, 
and abdominal edema regressed only slightly after tapping. The 
change of fibrinous serum to hemorrhagic serum, the presence 
of palpable masses in the abdomen, and swelling of the lymph 
nodes in the axillary region suggested carcinoma. Biopsy of the 
swollen lymph nodes revealed metastasis. The hypothesis is ad- 
vanced that the neoplasm was latent and was stimulated by tuber- 
culous disease. In both patients the course was unusual and an 
early correct diagnosis was not possible. 


Nederlandsch Tijdschrift v. Geneeskunde, Amsterdam 


96:857-924 (April 12) 1952. Partial Index 


Osteoid Osteoma. G. Bosman and H. N. Hadders.—p. 865. 

*Isolation of Herpes Simplex Virus from Brain of a Patient with Acute 
Encephalitis. H. A. E. van Tongeren and J, G. Y. de Jong.—p. 871. 

Commotio Cerebri. A. Verjaal.—p. 877. 


Herpes Simplex Virus in Brain of Patient with Acute 
Encephalitis ——The four-year-old boy whose history is presented 
had been ill with headache, vomiting, elevation of temperature, 
and apathy for four days before he was hospitalized. On the 
sixth day after onset, the boy lapsed into coma and had convul- 
sions, tremors, a varying degree of spasticity of the legs, and 
disturbed reflexes. There were also signs of gastrointestinal 
disturbance. Papilledema with hemorrhages of the fundus oculi 
were seen shortly before death. No labial herpes or any other 
form of herpes simplex infection was observed on the skin or 
mucous membranes. Necropsy corroborated the diagnosis of 
encephalitis. Virus was isolated from the brain with the aid of 
mouse passages. Cross immunization tests carried out between 
the freshly isolated virus strain and an established strain of herpes 
simplex showed them to be immunologically identical. The 
etiological connection between herpes simplex virus and 
meningoencephalitis had been demonstrated by Levaditi and 
Harvier in 1920 and subsequently by others, but the total number 
of cases in which such a relationship has been proved is small. 


Ugeskrift for Laeger, Copenhagen 


114:555-588 (May 1) 1952. Partial! Index 


*Cause of Death in Difbetes Mellitus. F. Heintzelmann.—p. 560. 

Status Asthmaticus Treated with Ether Anesthesia. O. Storm.—p. 568. 

Thrombocytopenia in Diseases of Liver: Case of Cirrhosis of Liver with 
Severe Thrombocytopenia and Esophageal Varices. G. Thymann. 
—p. 571. 


Cause of Death in Diabetes Mellitus.—Heintzelmann analyzes 
the causes of 2,260 deaths of diabetics in Denmark in 1947-1949, 
In most cases death was due to degenerative heart disorders. 
This cause of death predominates mainly in the age group of 45 
to 64, but is an important cause among men in the age group 
from 15 to 44, in which death is also often caused by renal 
diseases, which is more common among men than among women, 
and by tuberculosis, and in a number of cases by the diabetes 
itself (diabetic coma). The last-named is almost exclusively the 
cause of death among diabetic children. In diabetics in the age 
group over 65 death is most frequently due to senile disorders 
(cardiac disease, cerebral hemorrhage, and senility). The relative- 
ly rare occurrence of cancer as the cause of death in diabetics is 
stressed. Tuberculosis is the cause of death in diabetics some- 
what oftener than in the total population, heart disease and 
arteriosclerosis are the cause much oftener, and death from 
renal disease is relatively frequent among diabetics. Among the 
oldest diabetics death from pyelonephritis is more frequent in 
men than in women. 
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BOOK REVIEWS 


Cellular Changes with Age. By Warren Andrew, Ph.D., M.D., Professor 
of Anatomy and Chairman of Department, George Washington University 
School of Medicine, Washington, D. C. Publication number 127, Ameri- 
can Lecture Series, monograph in American Lectures in Anatomy, edited 
by Otto F. Kampmeier, M.D., P'.D., Professor of Anatomy and Head of 
Department, University of Illinois College of Medicine, Chicago. Cloth. 
$2.50. Pp. 74, with 25 illustrations. Charles C Thomas, Publisher, 301-327 
FE. Lawience Ave., Springfield, Ill.; Blackwell Scientific Publications, Ltd., 
49 Broad St., Oxford, England: Ryerson Press, 299 Queen St., 
Toronto 2B, 1982. 


This is a brief but comprehensive statement of the anatomic 
aging changes in living cells. It discusses what is meant by aging 
of cells in general and specifically in cells of plants, protozoa, 
and other invertebrates, arthropods, lower vertebrates, and man. 
It discusses in detail nervous, muscular, skeletal, glandular, 
fibrous, connective, and surface epithelial tissues and blood in 
man. Everyone interested in these tissues in health or disease 
will get valuable and stimulating information. The author sug- 
gests answers to some current clinical problems and raises still 
more questions. 

With a broad medical background, Dr. Andrew presents facts 
primarily as an anatomist and a zoologist. He makes his point 
that what happens to the cell happens to the man. Studies of 
aging cells reveal the nature of aging in the man. He points out 
the great diversity in cells and cell aging processes in man. Some 
age quickly, breed their kind, and die (blood cells). Some serve 
best after ceasing to be cells (epithelium); some cells never di- 
vide or multiply and never are replaced. Some cells in lower 
animals live a few hours; in plants, hundreds or thousands of 
years. The several common varieties of anatomic changes in 
aging are described, including the variations in mitotic and 
nuclear changes, accumulations of inert matter, vacuolizations, 
desiccation, atrophy, degeneration, rejuvenation, and generation. 
He discusses chemical changes in various parts of the cell and 
intercellular substances. The works of the leaders in cytology 
and aging, Lansing, Kountz, Korenchevsky, and Calkins, are 
cited, and the author’s own extensive researches in this field are 
presented. He notes the significant differences of chronological, 
physiological, and pathological aging in cells. He stresses the 
fact that the reason persons and their organs age at different 
rates and in different ways is due to the aging process in the cells. 
The book is of much value to medical science and service. 


Trompa de Falopio, esterilidad de causa tubaria y asuntos conexos. Por 
Eduardo Bunster M., médico-jefe de la seccion ginecologica del Hospital 
“El Salvador,’’ Santiago de Chile. Tesis para optar al titulo de Profesor 
extraordinario de ginecologia en la Universidad de Chile. Cloth. Pp. 549, 
with 315 illustrations Guillermo Kraft Limitada, Reconquista 319-27, 
Buenos Aires, 1951. 


This book is intended for physicians interested in gynecology 
and particularly in sterility. The author, in a compact volume, 
makes a complete study of the fallopian vestibule and tubes, dis- 
cussing history, anatomy, histology, and physiology. The physio- 
logical aspect is extensively treated, and the author substantiates 
the opinion that the so-called physiological impermeability of 
the tubes during the premenstrual stage is erroneous. 

There is an orderly study of the different procedures that are 
used to demonstrate the permeability of the tubes, including 
hydrointubation, which ts seldom mentioned in the English litera- 
ture. The author modifies the original procedure by the addition 
of antibiotics which, in his opinion, will make the procedure 
safer and, at the same time, in some instances assist in treating 
tubal obstruction. 

The surgical treatment of sterility is extensively discussed, and 
the different procedures are analyzed, taking into account their 
advantages and disadvantages. 

The book is written in Spanish; the subjects are discussed 
concisely but effectively. This volume, divided into 14 chapters, 
contains an extensive bibliography. 


The reviews here published have been prepared by competent authorities 
and do not represent the opinions of any official! bodies unless specifically 
stated. 


Surgical Forum: Proceedings of th: Forum Sessions, Thirty-Seventh 
Clinical Congress of the American College of Surgeons, San Francisco, 
California, November, 1951. Surgical Forum Committee: Owen H. Wan- 
gensteen, M.D., et al. Cloth. $10. Pp. 667, with 290 illustrations. W. B. 
Saunders Company, 218 W. Washington Sq., Philadelphia 5; 7 Grape St., 
Shaftesbury Ave., London, W.C.2, 1982. 


The forum on fundamental surgical problems was established 
in 1941, as a permanent feature of the Clinical Congresses of 
the American College of Surgeons. It was created expressly to 
give an Opportunity to the younger men engaged in research on 
surgical problems to present their work before the older mem- 
bers of the profession. The publication cf this type of literature 
has two advantages. It gives the younger men an opportunity to 
present their research, and it stimulates the older men preoc- 
cupied with practical clinical work. The 1952 volume covers 
mest of the physiological problems in connection with modern 
operative procedures. These reflect definitely a shift from purely 
mechanical aspects of surgery to the more intricate chemical and 
physiological problems involved. This attractively published vol- 
ume deals with many problems in the field of surgery. These 
brief and important papers should be of great interest to the 
researchers in the surgical field as well as to the older surgeons 
engaged in clinical work. 


Il cancro, Di Mario Musella. Biblioteca moderna Mondadori CCLXIV. 


Boards. 250 lire. Pp. 156. Off. graf. veronesi dell’editore Arnoldo Mon- 
dadori, Verona, 1951. 


This book, written by a well-informed layman, is to be read 
by educated laymen. Mr. Musella is well known in Italy as a 
“scientific reporter” and has published other scientific mono- 
graphs for the general public. In this small volume, the author 
tries to explain simply but accurately what the modern trends 
are in cancer research, diagnosis, and treatment. In his rapid 
review, he touches such varied fields as the interpretation of 
Statistics on cancer morbidity and mortality, the importance of 
constitutional or inherited predisposing factors, the influence of 
environment, the role played by the different hormones and by 
enzyme systems, nutritional factors, and the most recent views 
on the use of enzyme antagonists. He discusses many of the 
important “early signs” and gives proper emphasis to the 
enormous importance of early diagnosis, diagnosis at a time at 
which cancer is still a local disease. Cancers of the different 
systems and organs are discussed separately in a manner that 
should be easy to understand for the average educated person. 
In other chapters, for example, those dealing with hormones, 
chemotherapy, and chemistry of nutrition, the discussion is 
probably above the level of the general public. There are some 
unavoidable controversial statements, but, as a whole, this 
volume is well worth reading for one who understands the 
Italian language. The preface to the book is written by Prof. 
Hans R. Schinz, director of the radium therapy department of 
the University of Zurich, Switzerland. 


Neurosurgery: An Historical Sketch. By Gilbert Horrax, M.D., Sc.D., 
Chief of Neurosurgical Service, The Lahey Clinic. Publication number 
117, American Lecture Series, monograph in American Lectures in Sur- 
very. Edited by Michael E. De Bakey, M.D., Professor of Surgery and 
Chairman of Department of Surgery, Baylor University College of Medi- 
cine, Houston, Texas, and R. Glen Spurling, M.D. Clinical Professor of 
Surgery, University of Louisville, Louisville, Kentucky. Neurosurgical 
Division, editor; Barnes Woodhall, M.D., Professor of Neurosurgery, 
Duke University, Durham, North Carolina. Cloth. $3.75. Pp. 135, with 
41 illustrations, Charles C Thomas, Publisher, 301-327 E. Lawrence Ave., 
Springfield, Ill.; Blackwell Scientific Publications, Ltd., 49 Broad St., 
Oxford, England; Ryerson Press, 299 Queen St., W., Toronto, 2B, 1952. 


This is a brief and enjoyable summary of the development 
of neurological surgery. It has been written by one of the most 
able of America’s neurological surgeons. Dr. Horrax has been 
an active participant for more than half of the 66 years that 
constitute the modern period of this specialty. He has written, 
therefore, with a background of personal knowledge of his sub- 
ject and of personal acquaintanceship with practically every man 
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who has been responsible for its modern development. In addi- 
tion to the modern period, Dr. Horrax has dealt briefly with the 
earlier periods, including the prehistoric era. He stresses the de- 
velopment of neurological surgery on the firm foundations of 
a thorough knowledge of the nervous system and its diseases 
and a mastery of sound surgical principles and operative tech- 
nique. Dr. Horrax has written with the affection of one who has 
enthusiastically devoted his entire life to his subject. 


Manual de radiologia clinica. Por el Dr. Juan José Quezada R., pro- 
fesor de radiologia clinica y de fisioterapia en la Escuela nacional de 
medicina. Cloth. $8. Pp. 254, with 230 illustrations. Impreso por la 
editorial E.C.L.A.L., Constitucion 18, Tacubaya, México, D.F., 1951. 


This manual partially fills a need for books of this type, 
particularly in the field of radiology. The majority of the refer- 
ence books in this field are written in English, German, or 
French. This résumé on radiology is concise but practical and 
helpful to the busy practitioner who wants a quick glance at 
radiological technique or diagnosis. It should also prove helpful 
to the intern studying radiology and the technician. 

Almost every one of the radiological techniques discussed is 
preceded by a small anatomic description of the part of the body 
involved. There are numerous graphs and reproductions of 
radiographs; this makes the understanding of the manual easier 
and more interesting. The quality of the reproductions is un- 
usually good. There is a bibliography, and an alphabetical index. 


The Management of Bronchial Asthma: A Guide to Treatment. By 
Herbert G. J. Herxheimer, M.D., L.R.C.P.Ed., L.R.C.S.Ed., Research 
Assistant, University College Hospital Medical School, London. Cloth. 
$3.45. Pp. 107, with 16 illustrations. Butterworth & Co., Ltd., 4-6 Bell 
Yard, Temple Bar, London, W.C.2, 1982. 


The author attempts, with much success, to guide the inex- 
perienced through the confusion caused by the many methods 
used in the treatment of bronchial asthma. He points out why 
one drug will help in certain cases and fail in others and gives 
detailed information regarding the use of epinephrine, ephedrine, 
aminophylline, and iodides. He thinks highly of inhalations of 
isopropylarterenol (isuprel") hydrochloride, but the average 
American physician probably prefers inhalations of 1:100 
epinephrine. Much space is given to vital capacity tests but 
none to those breathing sts based on forced breathing over 
a period of 20 to 30 seconds (the so-called voluntary ventilation 
capacity). The drugs to be used are tested by vital capacities 
before and after use. In some cases, the offending allergen is 
inhaled and any resultant asthma is relieved by inhalation of 
isopropylarterenol or epinephrine. These inhalation tests are 
dangerous, as severe attacks of asthma can result. 

His discussion on the treatment of psychosomatic factors in 
asthma is good, especially his statement that “One of the main 
tasks of the physician must be to strengthen the confidence of 
the patient,” and his note that the patient “should be told that 
there are good prospects of his improvement, but that it will 
take time for the correct method of treatment and the individual 
dosage to be found. This cautious prognosis is usually received 
well; it prevents disappointment if progress is slow at the begin- 
ning.” 

This volume is small; hence, much is omitted. There is nothing 
on preventive treatment, which is especially important for chil- 
dren, and no mention of therapy in a hospital. Discussion of the 
technique of hyposensitization is largely omitted, and the author 
seems to have little confidence in it; this is in opposition to the 
experience of most American allergists, for whom the best results 
in treating bronchial asthma come from carefully observing de- 
tails regarding avoidance of allergens and hyposensitization 
against those that act by inhalation. Skin tests are apparently not 
too useful to the author, and, on page 91, he advises against skin 
tests “if the history shows definite evidence of polyvalent allergy 
of the bronchi”; however, it may be questioned why the skin 
tests, which may give valuable information and which offer no 
danger if carried out with due precautions, should not be done. 
Another statement seems wrong: “An examination of the blood 
for eosinophils is usually not necessary.” A minor criticism might 
be his recommendation of high dosages of drugs, e. g., ephedrine. 
Despite these objections, there is much in the book that is valu- 
able, especially his ideas on the cause of asthma and his drug 
therapy. 
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The Hair and Scalp: A Clinical Study (with a Chapter on Hirsuties). 
By Agnes Savill, M. A., M.D., F.R.C.P.1I., Consulting Physician to Fitzroy 
Square Skin Hospital, London. Fourth edition. Cloth. $5.50. Pp. 316, with 
60 illustrations. William Wood & Company (division of Williams & 
Wilkins Company), Mount Royal and Guilford Aves., Baltimore 2, 


[printed in Great Britain by Butler & Tanner, Ltd., Frome and London], 
1952. 


Some of the material in this edition has been reviewed and re- 
written, and a few additions have been made. These additions in- 
clude material on the influence of vitamins and endocrine glands 
on the condition of the hair and a section on the cold perma- 
nent wave. The book is written in an informal, readable style 
and is by no means a didactic reference work. Unfortunately, 
a considerable portion of the text consists of comments and case 
reports based on limited scientific facts, such as a four page 
discussion of the somewhat antiquated practice of singeing. The 
volume is completely indexed, and a limited number of refer- 
ences to the recent literature are cited. The book provides a 
readily accessible source of information of value to the student 
and to the general practitioner. It cannot be considered as a 
postgraduate course for the expert. 

The Pathology of Diabetes Mellitus. By Shields Warren, M.D., Sc.D., 
Director of Division of Biology and Medicine, U. S. Atomic Energy 
Commission, Boston, and Philip M. LeCompte, M.D. Third edition. Cloth. 


$7.50. Pp. 336, with 115 illustrations. Lea & Febiger, 600 S. Washington 
Sq., Philadelphia 6, 1952. 


This edition contains new and revised material on experimental 
diabetes, diabetes and cancer, diabetes as it affects the kidneys, 
and on the etiology and pathogenesis of diabetes. A noteworthy 
addition is the detailed study of 50 autopsies on infants of dia- 
betic mothers. This volume is almost 100 pages longer than the 
previous edition and contains a good deal of new illustrative 
material. 

The authors have aimed at a complete study of the pathology 
of diabetes mellitus, based on the analysis of data from more 
than 800 autopsies of definitely diagnosed cases. Among the 
subjects covered are diabetes mellitus and the pancreas, patho- 
logical evidences of abnormal fat metabolism, the pathology of 
acidosis and coma, vascular disease in diabetes, the pathology of 
diabetes in children, pathology of insulin-resistant cases, hyper- 
insulinism and the pathological effects of insulin, infants of dia- 
betic mothers, cancer and diabetes, experimental diabetes, and 
medicolegal aspects of diabetes. 

There can be no doubt as to the competency of the authors 
and the adequacy of their treatment of the pathological aspects 
of the subject. Their pathophysiological considerations are some- 
what less adequate, partly because the intricacies of the latter 
field are undoubtedly less familiar to the authors, trained in 
another discipline, and partly because they have relied heavily 
on advice from the Joslin school of diabetes, which does not 
always correspond with other, equally authoritative views on the 
subject. With these reservations, however, the pathophysiologic 
sections serve their purpose in attempting to relate altered struc- 
ture to abnormal function, and they outline and give references 
to the important observations that warrant further reading of 
the original sources. This volume can hardly be recommended 
as essential for the library of every general practitioner, but it is 
an excellent reference book and should be owned by every phy- 
sician who claims a special interest in or knowledge of diabetes. 


A Symposium on Essential Hypertension: An Epidemiologic Approach 
to the Elucidation of its Natural History in Man. Commonwealth of 
Massachusetts [Recess Commission on Hypertension]. Cloth, $3.95. Pp. 
373, with illustrations. Wright & Potter Printing Company, Legislative 
Printers, 32 Derne St., Boston, 1951. 


This book contains reports and discussions that took place 
at a symposium held Feb. | through 3, 1951. It makes available 
to the student and the clinician interested in hypertension a good 
summary of the knowledge of the 24 authorities who wrote chap-, 
ters and of others who participated. Although the epidemiologi- 
cal approach is emphasized, the authors have also covered the 
problems of etiology, diagnosis, classification, and treatment. 
The informal questions and answers aid interpretation. The sym- 
posium is well worth reading by those interested in this field 
of study. 
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ANTHRAX 


To THE Epiror:—/s the anthrax that is endemic in swine in 
Illinois contagious to humans? If so, what measures should 
be taken by swine farmers for protection against it? 


D. F. Crowe, M.D., St. Louis. 


ANSWER.—The anthrax that occurs in swine is contagious to 
humans. There is only one type of anthrax Bacillus, and it affects 
many species of animals, including man. To avoid infection, the 
worker must avoid unnecessary contact with the infected, and 
even more so, with the dead animals. Since germ-containing 
blood often escapes through the animals’ body openings or even 
through the skin, the worker should handle them as little as 
possible, and when doing so, should wear rubber boots and 
gloves, which not only offer protection but can be readily washed 
and disinfected to prevent carrying of the disease. Other clothing 
that comes in contact with either the animal or object it has 
contaminated should be removed and immediately boiled or 
burned. It is necessary for the worker to be particularly careful 
if he has any skin wounds. 


TENDER HEELS 


To THE Epiror:—A married woman, about 45 years of age, 
complains of severe pain and tenderness in the plantar sur- 
face of the heel. The pain is worst when she is standing, al- 
though the heel aches for a while after she lies or sits down. 
Roentgenographic examination shows no bony “spine” and 
only a slightly irregular plantar surface of the os calcis. I will 
appreciate any information you can give. 

A. L. Hathcock, M.D., Palestine, Texas. 


ANSWER.—This woman most likely has tendinitis of the con- 
joined origin of the intrinsic muscles of the foot as they arise 
from the tuberosity of the os calcis. Local treatment consists of 
rest, the use in the shoe of a sponge rubber pad or, even better, 
a plate that is shaped to distribute the weight of the body te 
other areas. It is often desirable to cut out the plate beneath the 
area of sensitivity and insert in its place a thin sheet of sponge 
rubber. The plate should be high in front of the area of sensi- 
tivity. Increasing the height of the heel of the shoe may be help- 
ful. If the condition is not relieved by these measures, thorough 
needling of the sensitive area, after it has been anesthetized 
locally with procaine hydrochloride, may prove helpful. It is 
assumed that the patient’s general status regarding arthritis and 
other possible etiological factors has been evaluated. Any evi- 
dent focal infection should be removed, although it is unusual 
to find any direct association between such infection and the 
difficulty in question. 


DERMATITIS AND NYLON STOCKINGS 

To THE Epitor:—A patient has had a severe dermatitis venenata 
from wearing black nylon stockings. This sensitivity was 
proved by a patch test. | wrote the manufacturer of these 
stockings and requested the name of the dye used but have 
received no answer. I would like to know how 1 can obtain 
information about the dye used so that | may advise this 
patient to avoid it in the future. The same reaction occurred 
after the black stockings were soaked and thoroughly washed. 


R. Cullen Goolsby Jr., M.D., Macon, Ga. 


ANSWER.—As implied in the query, untreated nylon is essen- 
tially harmless to the skin, even though it is made from raw 
materials recognized to be skin irritants or sensitizers. Dermatitis 
from the wearing of nylon stockings does not necessarily result 


The answers here published have been prepared by competent authorities. 
They do not, however, represent the opinions of any official bodies unless 
specifically stated in the reply. Anonymous communications and queries on 
postal cards cannot be answered. Every letter must contain the writer's 
name and address, but these will be omitted on request. 


J.A.M.A., Aug. 23, 1952 
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from the dye, but may be related to various finishing substances, 
such as wetting agents, plasticizers, mordants, and ester gums. 
Such finishing agents are relatively common to all colors. If the 
black dye is responsible, it is probably an aniline black. This 
term is somewhat generic, there being several different kinds, 
some of which, in turn, have several chemical variations. An 
exact diagnosis may be made by acquiring from any dye vendor 
several of the aniline blacks suitable for nylon dyeing and apply- 
ing these under appropriate patch test conditions. Aniline black 
is a known source of dermatitis, whether applied to nylon or 
other fabric materials. 


CATGUT 


To THE Epiror:—How long will catgut kept in unbroken tubes 
remain satisfactory for use? 


Carl E. Lischer, M.D., St. Louis. 


ANSWER.—Catgut lasts almost indefinitely when stored in 
fluids that are currently being used for this purpose. 


TOURNIQUET FOR SNAKE BITE 


To THE Epitor:—Recent articles dealing with the treatment of 
snake bite advocate placing a tourniquet loosely above the bite 
so as to cut off the venous return circulation, but not the 
arterial. | wonder if it is possible to block the venous circula- 
tion completely without soon bringing the arterial circulation 
to a halt also, M.D., Pennsylvania. 
ANSWER.—The function of a tourniquet in the treatment of 

snake bite should be to block the lymphatic spread of the venom 
in the intracellular lymph spaces. It should not be applied to 
interfere with the arterial or venous return. A tourniquet can 
be placed just tight enough around an arm or leg to inhibit 
spreading of the swelling that contains venom. In the meantime, 
active suction treatment can be applied, and large quantities of 
diluted venom can be mechanically extracted. 


PATERNAL RUBELLA AND FETAL ABNORMALITIES 


To THE Eprror:—What would be the outcome of a pregnancy 
that was begun during the incubation period of rubella in the 
husband? Do vou believe the fetus would be normal? If not, 
should the pregnancy be interrupted on the basis of possible 


fetal anomalies? M.D., New York. 


This inquiry was referred to two consultants, whose respec- 
tive replies follow.—Eb. 


ANSWER.—Present knowledge of human genetics is insufficient 
to be absolutely sure as to what extent a fetus conceived dur- 
ing the incubation period of rubella in the husband will be 
affected. It is known, however, that, if the wife is susceptible 
to rubella at the time, such close proximity with a carrier hus- 
band will probably subject her to the disease and expose the 
fetus to the dangers of the congenital anomalies extant during 
the first trimester of pregnancy. It is impossible to know whether 
the fetus will be normal if the mother at this time in her preg- 
nancy acquires rubella. To interrupt pregnancy would be un- 
justifiable. 


ANSWER.—As far as is known, no child has been born de- 
formed from a father who had rubella at the time of concep- 
tion. An acute illness in a man usually suppresses the sperm 
count, but, so far as is known, it does not affect the individual 
sperm so that a deformed child will be born. When a mother 
has rubella during the first three months of pregnancy, the dis- 
ease affects the child in utero through the placenta. 
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RADAR WAVES 


To THE Epitor:—Does exposure to radar waves have any effect 
on spermatogenesis? 


Frank M. Woods, M.D., Miami, Fla. 


ANSWER.—The effects of radar waves (microwaves) on the 
human body differ little if at all from those of short wave 
diathermy. These effects are ascribed primarily to heat liberated 
within the tissues themselves by the to-and-fro movement of 
rapidly alternating currents induced in the tissues. It is well 
known that artificial warming of the testes will inhibit sperma- 
togenesis. Aside from this fact, there is no reason to expect 
specific adverse effects on spermatogenesis from radar waves. 


CORTICOTROPIN BEFORE SPLENECTOMY 

To THE Epitor:—How long should treatment with corticotropin 
(ACTH) be carried on in a case of hemolytic anemia before 
a splenectomy is performed? There is no palpable spleno- 
megaly, but fragility tests show an increase in sensitivity with 
hemolysis beginning at 0.48% and being complete at 0.40%. 
No spherocytes were found. 


Ardow Ameduri, M.D., Utica, N. Y. 


ANSWER.—The data supplied are insufficient to make a diag- 
nosis of hemolytic anemia. The beginning hemolysis of 0.48% 
on the saline fragility tests is within normal limits. In hospital 
laboratories in which the saline fragility test is not well stand- 
ardized it is desirable that a normal control be run simul- 
taneously. 

Treatment with corticotropin (ACTH) is effective only in 
acquired hemolytic anemia of the “immunologic” type. In these 
instances the direct or indirect human antiglobulin (Coombs) 
test or the trypsinized red blood cell test may be positive. In 
many of these instances corticotropin may lead to disappearance 
of the “auto immune bodies” and hyperhemolysis may stop. It 
should be pointed out that not all cases, however, respond to 
corticotropin. In some patients withdrawal of corticotropin may 
not be accompanied by a recurrence of the hemolytic proc- 
ess. In others, a relapse may occur. 

Splenectomy may be performed when the patient shows a 
good response to corticotropin and when the immunologic tests 
indicate diminution or disappearance of the “auto immune 
bodies.” Such an effect of corticotropin may be seen after two 
to four weeks. 


ARTIFICIAL PNEUMOTHORAX AND FLYING 

To THE Epiror:—What cabin pressures are maintained in com- 
merical flights over the Rocky Mountains? At what altitude 
are these cabins pressurized? If this altitude is lower than the 
Air Force’s 8,000 ft. cabin pressurization, is it still true that 
patients with pneumothorax should never fly, assuming arti- 
ficial pneumothorax to be 50% of living volume? What is the 
effect of rapidity of ascent on the relation of the pneumothorax 
to intrathoracic adhesions and anoxia as compared to the effect 
that the rapidity of a train or auto traveling through a pass 
at 8,000 ft. would have? Is there a formula to aid in estimat- 
ing the amount of expansion over the ideal of 50% that is 
desirable to compensate for the altitude change? Is there a 
working formula by which to calculate the possible effect on 
pneumothorax of the decrease in oxygen at 8,000 ft. as com- 
pared to the amount of oxygen at sea level and lower alti- 
tudes? Would hypoxia be significant in a patient with 50% 
bilateral pneumothorax at sea level, if the patient ascended 
to 8,000 ft. by plane or by train? M.D.., Illinois. 


ANSWER.—The altitude of cabin pressurization over the Rocky 
Mountains is variable and depends on whether visual flight con- 
ditions or instrument flight conditions prevail. In general, planes 
fly higher under instrument flight conditions than under visual 
flight conditions. Flight plans are usually made well in advance, 
and probable weather conditions are taken into account. Per- 
haps the average altitude maintained over the Rocky Moun- 
tains would be in the neighborhood of 18,000 to 20,000 ft. 
outside altitude with a cabin pressurization of possibly 6,000 to 
8,000 ft. of altitude. The pressurization maintained in the aver- 
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age commercial airliner today is about that of military pressuri- 
zation, namely, a maximum of 8,000 ft. cabin pressure at 20,000 
ft. operation level. The statement that pneumothorax patients 
should never fly is still true, especially in the case of those with 
pneumothorax of 50% of living volume. 

With respect to rapidity of ascent, regardless of the airplane 
involved, the pressure change is much more rapid than it is in 
train or auto travel at 8,000 ft. of altitude, unless the pilot can 
juggle the pressurization to make it gradual; however, this is 
difficult, because, on take-off in an airplane, the ascent permitted 
by Civil Aeronautics Board Regulations is 500 ft. per minute. 
Therefore, 8,000 ft. is usually attained within 16 minutes. 

It is difficult to answer the question regarding a formula for 
the amount of expansion desirable over the ideal of 50%, be- 
Cause it is regarded that any expansion within the chest, even 
about 50%, may be lethal if the mediastinum is not fixed. The 
effect on pneumothorax of oxygen lack is very simply calculated 
in terms of the pressure of oxygen corrected for temperature, 
barometric pressure, and water vapor; for example, under stand- 
ard conditions, in which all factors are constant, the pressure 
of oxygen at sea level is 760 mm. Hg; at 10,000 ft., it would be 
522 mm. Hg; and at 18,000 ft., it would be 50% of the pressure 
at sea level. Whether or not the oxygen at lowered pressure 
is able to enter the alveolar membrane depends on other factors, 
such as the presence of pulmonary secretion or fibrosis. 

In regard to hypoxia at 8,000 ft., ascended to by plane or by 
train, with 50% bilateral pneumothorax in a normal lung, it 
would ordinarily not be significant. There are many cases on 
record in which 50% of pulmonary volume has been removed 
by pneumonectomy and blood oxygenation has been maintained 
at 8,000 ft. simulated altitude; of course, the respiratory rate is 
increased accordingly. It is best not to allow persons with a re- 
cently induced pneumothorax with an unfixed mediastinum to 
fly. There is always a danger that sudden depressurization may 
occur in an aircraft, and the pressure in the cabin is then almost 
instantaneously changed to that of the outside atmosphere. The 
superchargers, which induce cabin pressurization, are usually 
located on the two inboard motors of a four motor plane. There 
are many instances on record in which, because of some minor 
malfunction, the pilot has disconnected a supercharger, although 
it is claimed that one supercharger can maintain a cabin pressure 
of 10,000 to 12,000 ft. at 20,000 ft. of outside altitude. 


KELOIDS 

To THE Epiror:—1. Is there any evidence to indicate that keloids 
become malignant? 2. Since keloids are found oftener in 
Negroes, are such malignant changes in keloids more common 
in the Negro race than in the white? 3. Are keloids more likely 
to occur after thermal burns than after other types of skin 
injuries? 4. Assuming the size and location of a keloid are not 
contraindications, is surgical treatment preferable to radiation 
therapy for the removal of keloids? 

Walter E. Fleischer, M.D., Baltimore. 


ANSWER.—1. Only rarely does a keloid become malignant; 
such a case was recorded by Anderson (Lancet, 1: 1025, 1888). A 
review of the literature to date fails to reveal a second instance 
in which a keloid became malignant. Not one case of malignant 
degeneration was reported by Garb and Stone (Am. J. Surg. 58: 
315-335 [Dec.] 1942) in 248 keloids observed in the department 
of dermatology and syphilology of the New York Post-Graduate 
Medical School and Hospital and in the skin and cancer unit. 
These authors reported one case of ulceration with hyper- 
keratosis but no malignant growth in an extensive keloid. 

2. Since malignant degeneration of a keloid is rare in white 
persons, it would be rarer in Negroes since skin cancer is unusual 
in the latter. 

3. Thermal burns cause neither more nor fewer keloids than 
other types of injuries. 

4. Radiation is the only effective therapy for keloids and will 
cure most of them except those that are radio resistant. Surgical 
treatment is indicated for unusually large and thick keloids and 
for those resistant to sufficient filtered roentgen rays or radium 
radiation. Radiation should be applied only at the first sign of 
recurrence. If it is given before or soon after surgical excision, 
radiation will not prevent keloid formation. 
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STREPTOMYCIN AND DEAFNESS 

To tHE Eptror:—A patient, aged 60, suddenly lost his hearing, 
while under treatment with streptomycin. What treatment do 
you suggest to restore his hearing? M.D., Michigan. 


ANSWER.—Neurotoxic effects occurring after the administra- 
tion of streptomycin or dihydrostreptomycin are not uncommon. 
Individual sensitivity to both drugs varies greatly. In general, 
dihydrostreptomycin has a more profound effect on the audi- 
tory mechanism than does streptomycin. Streptomycin damages 
the vestibular apparatus early, while hearing is affected late; in 
contrast, dihydrostreptomycin causes severe deafness early, while 
the vestibular function is affected late. In many instances the 
hearing loss is progressive even after the discontinuance of medi- 
cation. The prognosis is guarded and distinctly unfavorable in 
patients having a pronounced hearing loss. There is currently 
no treatment for this condition. 


ELECTRIC SHOCK AND TUBERCULOSIS 

To tHE Epiror:—A man while on a pole came in contact with a 
6,600 volt line wire with his left forearm when his right thigh 
was in contact with the ground wire. He was able to climb 
down the pole to the ground. He received electrical burns of 
the left forearm and right thigh. He strained his back in 
breaking contact with the wire. A routine roentgenogram of 
the dorsal vertebral column taken the day after injury showed 
evidence of some lesion in the right upper lung lobe, and roent- 
genograms of the lung indicated that this lesion was a fibrotic 
type of tuberculosis. One month later the sputum was found 
positive for tubercle bacilli. There is a history of blood spitting 
two and one-half months before injury and of an attack of 
pneumonia two and one-half years previously. Could the injury 
described be responsible for activating the tuberculous process 
present in the lungs? 


Albert H. Winters, M.D., Pittsburgh. 


ANSWER.—High voltage current is destructive of pulmonary 
tissue in proportion to the amount of current passing through the 
cells. The higher the voltage, the greater is the destruction. In 
this case the voltage was high, and no doubt the amperage also 
was great. It is problematic, however, whether much current went 
through the lungs at all since a slight contact against the heart 
would completely disorganize the cardiac rhythm and result in 
death. Currents of that nature usually zig-zag their way from 
point of entry through the tissues to the point of exit. The terrific 
shock and toxicity resulting, however, would in itself be enough 
to cause an exacerbation of a tuberculous lesion. It seems prob- 
able that the patient had latent tuberculosis at the time of the 
shock, but the shock contributed to or was the direct cause of 
the exacerbation. 


CUSHING’S 


To THE Epitor:—/n THE JOURNAL (148:1166 [March 29} 1952) 
an answer is given to a query regarding the treatment of 
Cushing's disease, which I think is acceptable and logical. With 
the experience that we have had, however, and the presence 
of menta! disturbance in this patient, | would strongly urge 
a more radical approach as soon as possible, particularly in 
view of the fact that the excretion of 17-ketosteroids has at- 
tained a level of 29 mg. per 24 hours. In our clinic with proper 
preparation, | should advise that bilateral adrenal exploration 
be carried out and, if no tumor is found, one adrenal removed 
and a very appreciable portion of the second, also. 

The hormone therapy before and after adrenalectomy is of 
paramount importance. The need for urgency rests on the 
mental disturbance, which can become permanent if the 
Cushing's syndrome is not relieved completely in the immedi- 
ate future. X-ray treatment, in our experience, helps in a 
very small percentage of cases, and the response, of course, 
is slow. Without mental symptoms, it is certainly justifiable 
to proceed serially with the less radical procedures. 

George W. Thorn 
Peter Bent Brigham Hospital 
Boston. 


J.A.M.A., Aug. 23, 1952 


URETHRAL STRICTURE FOLLOWING 
PROSTATECTOMY 


To THE Eprtor:—! think the strictures Dr. Heins is asking about 
in the query on urethral stricture foliowing prostatectomy 
(J. A. M. A., March 29, 1952, page 1167) are the ones that 
occur mostly in the pendulous urethra. They are probably 
due to trauma from an electrotome sheath that is inade- 
quately lubricated or to injury to the mucosa produced by 
tension of the urethra about the sheath, which prevents 
circulation in the mucosa during the period of the trans- 
urethral resection. It is necessary to withdraw the sheath and 
lubricate it frequently if it tends to be tight in the urethra 
and does not move back and forth easily. Careful calibration 
of the urethra should be done before a transurethral resection 
so as to be sure that there are no places tight enough to fit 
the electrotome sheath too tightly. If 1 find a urethra too tight 
for the no. 28 French sheath, 1 prefer to use the no. 26 French 
sheath rather than divulse the constricted area with sounds. 
The no. 26 French instrument is adequate except for large 
prostates. These 1 do not remove transurethrally. 


Montague L. Boyd, M.D., 
563 Capitol Ave., 8. W. 
Atlanta, Ga. 


IODIDES AND TUBERCULOSIS 

To THE Epitor:—Concerning the query on iodides and tuber- 
culosis (J. A. M. A. 147:1091 [Nov. 10] 1951), considerable 
damage may result in allowing the answer to stand as 
published. First, the question of unsuspected tuberculosis 
of the lung rests in the efficiency of the examining phy- 
sician, who should, in the light of current education and 
Anowledge, be able not only to suspect but to recognize 
tuberculous disease if it is present. It would appear to be neg- 
ligence not to recognize it. Three to four decades ago, before 
x-ray films were a common or routine procedure in chest ex- 
aminations, physicians ceased using potassium iodide in 2- 
grain dosage to increase the sputum and produce a sputum 
positive for tubercle bacilli. My book, “Clinical Tuberculosis,” 
contains the following statement: 

“Iodine has been used in the form of its alkaline salts, 
the sodium or potassium, or as the tincture or Lugol's solu- 
tion which contains these salts in addition to iodine. The use 
of the alkaline iodine salts in the exudative or caseous pneu- 
monic lesions causes an increase in the blood supply in and 
about the site of the tuberculous disease. This increases the 
secretions in this area and tends to break down and carry 
necrotic tissue from the area of tuberculous disease into the 
bronchial tract. It thus allows a ‘spilling over’ of tuberculous 
infection into uninvolved tissue. It is this action of the iodide 
salts which for many years, as a diagnostic procedure, was 
used to produce sputum containing tubercle bacilli, where a 
questionable tuberculosis existed. This procedure is to be con- 
demned and never employed. Extension of tuberculous disease 
and hemoptysis have been encountered in many instances fol- 
lowing its use. Employing iodine in tuberculosis for a num- 
ber of years, (1) have used a solution of iodine, in glycerine 
and alcohol, as below: 


Fodine reamblimed 90.0 


Allow to stand for two weeks 


This is without the addition of the iodide salts. No deleterious 
results have been seen from this solution, even in exudative 
cases where it has been used to treat, or as a diagnostic aid 
in associated thyrotoxicosis. lodine is used in pleurisy, espe- 
cially with effusion, and in some instances of chronic fibroid 
or the scirrhous type of pulmonary disease, which frequently 
have associated asthmatic manifestations. The average dose 
of 10 minims of the above solution may be given in milk 
three times daily and increased, if necessary, or if symptoms 
of iodism appear, to as high as 30 to 60 minims three times 
daily in a glass of milk, preferably after meals.” 


Benjamin Goldberg, M.D. 
1230 Via Monte Vista 
Palm Springs, Calif. 
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